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DR. MARK GREEN _„_ 

(MARK GREEN, M.D., having been duly sworn, 
testified as follows:) 

DIRECT EXAMINATION BY MR. KEMNA; 

Q Doctor, we introduced ourselves off the 
record, but would you please state your name for the 
record? 

A I'm Mark Green, G-R-E-E-N. 

Q What is your office address, Doctor? 

A 171 Ashley Avenue, Charleston, that's at the 
Hollings Cancer Center of the Medical University of 
South Carolina. 

Q Doctor, how long have you practiced out of 

that office? 

A I have been in South Carolina for about two 
months, I have administrative responsibilities which I 
currently discharge. I haven't yet gotten my South 
Carolina license, so I don't practice medicine here, I 
continue to have a California license and have applied 
for a South Carolina license. 

Q Is California the only state that you're 

licensed to practice medicine? 

A Yes . 

MR. KEMNA: I want to make just a couple 

of statements for the record before we proceed 

with the questions. This deposition is being taken 
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for the purpose of discovery under the Rules of 
Civil Procedure for the State of Mississippi. In 
advance of the deposition it was our expectation 
that we would receive a production of documents 
associated with this expert's deposition, we have 
not received any production. I understand that 
that is a matter before the court currently. 

At this point I would just like to make the 
statement that for a production of documents in 
connection with the deposition of expert 
witnesses, particularly Dr. Mark Green, we'll ask 
at this point that all documents reviewed by 
Dr. Green in connection with his testimony be 
produced, as well as all documents replied upon by 
Dr. Green in connection with his expert testimony. 

Finally, all documents prepared by Dr. Green 
in connection with his expert testimony in this 
case, including correspondence with counsel for 
the Plaintiff. The types of documents I'm 
referring to in that last category would be notes, 
memos, research material, peer reviews, files, 
drafts, work papers and source data. 

MR. PATRICK: Are you done? 

MR. KEMNA: Yes. 

MR. PATRICK: As you stated, that matter 
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DR. MARK GREEN ___ 

is before the court. You're free to ask Dr. Green 
what documents he may have reviewed, if any, or 
any articles that he may have reviewed, if any, or 
correspondence he may have received or generated, 
if any, I think again, it's not going to be a 
voluminous amount of information. 

But we will do whatever the court orders us 
to do in this situation since that issue has not 
been resolved yet, but you're free to ask him any 
of those questions pertaining to that; those 
issues verbally. 

(DEFENDANT'S EXHIBIT 1 MARKED FOR 
IDENTIFICATION.) 

Q Dr. Green, you've mentioned that you recently 
moved to Charleston, South Carolina, do you have any 
remaining connections with the University of 
California, San Diego consistent with your prior 
association with them? 

A I guess it's a matter of interpretation. I 
have a retirement from the University of California and 
the State of California, it's a 19.8 year employee of 
the State of California at the University so, yes, I 
have a retirement that some day, God willing, will be 
paid to me. I have a 403 B. Plan there, I have some 
research documents there, I have a continuing research 


RAY SWARTZ & ASSOCIATES 

Charleston (803) 556-2923 1-800-8711 Fax (803) 769-5859 


csf.eOBiilidteri0ff|a0[0)(pd/^.industrydocuments 




DR. MARK GREEN 


6 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 
17 


18 


19 

20 
2 1 


22 

23 



24 

25 


program and follow up there, but I don't have any 
active relationship with the University of California 
at San Diego at this point in time. 

Q No formal appointment, like adjunct professor 

status, anything that would connect you with the 
university in some way or another with regard to 
professional practice, teaching, that sort of thing? 

A Again, the quick answer might be no, but the 
fact is, that I believe that after you've been at a 
place for an interval of time and been in practice as 
well as doing research and teaching and had 
administrative roles, there is some follow-on 
connection that the university maintains for me 
relative to patient care and the activities I carried 
on. But if you take the narrow answer to it, the narrow 
answer is, I don't work at U.C.S.D., I didn't continue 
an appointment, I didn't ask for an uncompensated or 
unsalaried appointment to continue. 

Q Would it be fair to say that you're just 
making the transition between your position at the 
University of California, San Diego to the Medical 
University of South Carolina? 

A Well, I've made it, I have been an employee 
of the Medical University for a couple of months and I 
have been working full time. When I was not supposed to 
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be working, yet I was supposed to be in transition, I 
would drop my daughter off at 7:30 and stay at work 
until 2:30 or quarter to 3:00 and go back and pick her 


And I said well, I was just sort of going in 
the office a couple of hours a day, other people 
thought I was working full time and I thought work 
really hadn't started yet, so yeah, I'm not working, 


I'm here. 


Doctor, you've noted earlier that you now 


have a position with the Hollings Cancer Center here in 
Charleston, is that cancer center directly connected 
with the Medical University of South Carolina? 

A Yes, it is. 

Q What is your position with the Hollings 
Cancer Center at this point? 


I'm the director of the Hollings Cancer 


Center. 


Q Do you have any other position with the 

Medical University of South Carolina with respect to 
faculty, any kind of staff appointments that relate to 
your practice? 

A Yes . 

Q What are those? 

A I hold an endowed chair at the university, 
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DR. MARK GREEN _ 

I'm a professor at the university, I am the Chief of 
the Division of Hematology, Oncology in the Department 
of Medicine. I recently have been granted a staff 
appointment at the Veterans Administration Hospital, 
that's the Ralph Johnson Veterans Administration 
Medical Center, which is associated with the Medical 
University. All that represents a traditional sphere of 
academic appointments for someone who comes to an 
academic university setting. 

Q Doctor, did you bring any documents with you 

to the deposition today that relate to your involvement 
in this matter? 

A No, I did not. 

Q Did you review any documents in preparation 

for the deposition? 

A Yes, I did. 

Q Would you tell me what those documents were? 

A I looked at some testimony before the court 
given by Dr. David Burns concerning a matter in 
Indiana, I also looked at the transcript of a 
deposition given by Dr. Burns that related to the same 
information or the same matter, I believe the 
deposition was in '94, and I believe the testimony I 
looked at was in '95. 

I looked at about half of a portion of a 
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deposition of Richard Peto (ph), and the reason I 
looked at half of it was that I received it yesterday, 
and when I got home last night I looked at part of it, 
but the Vice-Presidentia1 debate competed and my need 
to get some sleep competed. 

There are two other things that I've looked 
at, one is a summary of the status of smoking in the 
State of Mississippi as developed by someone, and also 
some commentary on some of the legal issues that have 
been discussed over time and the context of some of the 
tobacco-related litigation that's going on in the 
United States, these are rather schematic materials and 
have been provided to me. 

Q Those materials were provided to you by 

counsel for the Plaintiff in this case? 

A Yes . 

Q The summary that you refer to, who drafted 

that summary, do you know? 

A No, I'm not sure. 

Q Was there a name attached to that summary 

identifying the person who wrote it? 

A There may well have been, I looked at it 
quite quickly, things have been busy and I spent more 
time looking through the depositions, actually reading 
them, than to look at the other two summary materials. 
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DR. MARK GREEN __ 

Q Have you ever met Dr. Burns? 

A Yes . 

Q Have you discussed the nature of this 

particular case, this being Michael Moore versus 
American Tobacco with Dr. Burns? 

A Not that I know of, David Burns stopped me in 
the parking lot in San Diego quite a while ago and said 
that he might suggest to some people with whom he had 
worked that I might be able to give them some 
information concerning the natural history of lung 
cancer, since that's my area of particular academic and 
also clinical interest. And I said if I could be 
helpful I'd be willing to be considered, and that's 
probably the extent of it. Certainly I never spoke with 
him about a specific matter by name that I recall. 

Q Have you spoken to Dr. Burns about the nature 
of the tobacco litigation, generally his involvement in 
the litigation including any medical or scientific 
issues that may be involved in the litigation? 

A I'm hesitant to say flatly no, but certainly 
not substantively. I have known David Burns for a long 
time, I asked him two years ago if he would write a 
book chapter on smoking and the issues of tobacco use 
for a comprehensive textbook of thoracic oncology that 
I was editing. He agreed that he'd do that, so I've 
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DR. MARK GREEN _ 

read that, but I don't believe in the context of the 
issues and the litigation and the things that he had 
been involved with that we'd had major discussions 
about it, we may have had passing discussions about it. 

Q The text you referred to is the text for 
which you served as editor that was published in 1996? 

A Yes, I was one of the editors, there are 
five, the work load happily was shared. But yes, that 
is the textbook that I was talking about. 

Q Going back to the summary document that you 
referred to, would you describe again what the content 
of that document was? 

A There were two, and the one that looked at, 
the summary of issues that had been raised during 
litigation tried to, I think, highlight from the 
prospective of one individual. But the core legal 
arguments and some of the ways in which the overall 
issue had been parsed out and it represented someone 
trying to, as I saw it, highlight how people had 
thought about it, how people had tried to make 
arguments one way or the other on the issues that were 
then to be judged on a legal basis. 

Q Did this document discuss more in the nature 
of legal issues as compared against medical and 
scientific issues? 
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A If you actually know the document that I'm 

talking about you would understand it's rather 
schematic, it has an attempt to kind of, in an outline 
sort of fashion, raise issues and provide bullets of 
insight, I wouldn't say it is either a highly 
documented medical treatise and probably insufficient 
from a legal prospective as well. 

If one wanted to introduce somebody to the 
area, kind of as a heads up, these kinds of issues have 
been discussed and this is sort of how it was pursued, 
rather than something of a definitive nature trying to 


highlight an argument or a specific objective or a 
specific aim and then in detail carry through; it's 
certainly not a grant application, it's not a legal 


brief. 


This document that you've just described 


represents one of two summary documents that you 
referred to; is that right? 

A Yes, it probably is ten or fifteen pages, one 

side, there was a second document. 

Q What was the second document? 


A The second document was a summary of -- it 
was a discussion of some issues related to smoking in 
the State of Mississippi as well as some other issues 
related to health in the State of Mississippi, I 
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suppose. 

Q With respect to that second document, do you 

know who the author of that document was? 

A No . 

Q The information with respect to smoking in 

Mississippi, was that reflected in the incidents of 
smoking within the population of Mississippi, or how 
was that described? 

A I looked at it reasonably cursorily, and I 
would certainly not like to be held to its content, but 
there were as I recall some discussions about the 
number of people in Mississippi, the current percentage 
of smokers in Mississippi, perhaps some trends over 
time, there was some graphics, again on a heads up 
about some aspects of the issue of smoking in the 
state. 

Q Did that document or the other document with 
respect to legal issues make any reference to a 
description of the Mississippi Medicaid population? 

A It may have, but I can't tell you for 
certain. Again, I would say in general that I looked at 
it briefly, it was not something about which I felt I 
was going to be contributing to this debate or legal 
action, since I was going to be talking about lung 
cancer as a lung cancer treatment and research 
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physician, and so I didn't dwell on it in any detail. 

Q Is it fair to say that you were not relying 
upon those documents for giving your opinions in this 
case? 

A I would say that's completely correct. 

Q Are there any other documents that you 

reviewed in advance to this deposition? 

A No . 

Q Have you had any discussions with counsel for 
the Plaintiff regarding this matter? 

A One telephone call inquiring as to whether or 
not I would be willing to serve in this expert role, 
another telephone call I think to confirm, one meeting 
in my office the other day, which I received those 
documents and we had a discussion about the nature of 
the proceedings and the role that I might be able to 
play . 

Q When did you first become aware of this 

lawsuit in Mississippi by the Attorney General against 
the tobacco companies? 

A I guess by the media around the time it was 
first instituted, but I can't tell you when that was, I 
don't have a milestone date. One is aware of things in 
the news, but if they don't relate to you in particular 
you may not be able to date them with other things. My 
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involvement I can date, because I can remember sitting 
in the room at the Charleston Place Hotel, having just 
moved here and not having any place to live yet, other 
than living in a hotel and having gotten this phone 
call, so that would be somewhere around the 13th, 14th, 

15th of August. 

Q That was your first contact regarding this 
case from Plaintiff's counsel? 

A Yes. 

Q Who was it that talked to you in the phone 

conversation? 

A I think it was Ann Ritter. 

Q Do you recall, what did she say to you about 
this case? 

A She, I believe, and I'm always amazed by 

people who can recount chapter and verse telephone 
conversations or other discussions that they had months 
and years before, I'm not capable of doing that, I'm 
just a human being, I can't remember things that way, 
but I believe the context of it was that she and her 
law firm were representing the Attorney General of 
Mississippi in this action with several tobacco 
companies relative to recovery of health costs that 
came to the State because of the illnesses in 
individuals in the State, and that the illnesses 
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included in substantial measure lung cancer and there 
would be some need to talk about lung cancer, what it 
was like for patients and what kind of diagnoses were 
made and what kind of treatment options existed and 
what kind of expectations for outcome would be 
considered standard, and that there would probably be a 
need for someone to make some expert statements about 
that, and would I be willing to do that. And I said 
that if that was the context in which I would be asked 
to participate, I felt pretty comfortable doing that. 

Q Do you recall approximately how long that 
phone call lasted? 

A Ten minutes, fifteen minutes, eight minutes. 

Q You mentioned that you had another phone call 
confirming the arrangements for the deposition; is that 
correct ? 

A No, confirming that I would do this. I said I 
thought I would do it, I'd like to think about it. You 
have to ask yourself when you come to a new job, do you 
have the time, what's the context, is it something that 
you can apportion time and commitment to, and I think I 
talked to her again and said that I would do it. 

Q That was the extent of that conversation, you 
did not discuss substantive aspects of the case? 

A Not that I recall or certainly not that I'm 
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going to use in my deposition today. 

Q You also mentioned. Doctor, that you had a 

meeting with Plaintiff's counsel? 

A Yes . 

Q When did that occur? 

A Wednesday of last week, would be the 3rd at 
10 o' clock. 

MR. PATRICK: Yes. 

Q Who did you meet with? 

A Counsel here and Attorney Ritter. 

Q That would be Charles Patrick and Ann Ritter. 

How long did that meeting last? 

A It was supposed to start at 10 o'clock, you 

guys were running late, I think it started about 10:15, 
I think it ended about 11:20. 

Q What was discussed at that meeting? 

A The attorneys were appreciative that I was 
willing to do this, they told me a little bit about the 
context, they indicated what they were interested in my 
discussing, I said I was comfortable discussing that. 

We agreed that I was somebody who would discuss issues 
of lung cancer, I said that was fine. 

They provided me with the material we've 
previously discussed, the four documents or materials 
that I've reviewed, and we talked a little bit about 
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DR. MARK GREEN _ 

how it might go and talked about the fact it was 
scheduled for North Charleston and they would try and 
make an adjustment of that, and they've been 
successful, and that if I had any questions they were 
available. 

We talked about the issues of smoking and 
lung cancer, indicating that that was not something I 
was going to be performing as an expert relative to 
this material. I said that was good, that wasn't 
something that was my particular area of expertise and 
certainly something I didn't wish to be or to serve as 
an expert in here, but that we would talk about lung 
cancer. 

Q So it's your position, doctor, that you are 
not going to express an expert opinion with respect to 
the connection, if any, between cigarette smoking and 
lung cancer; is that correct? 

A Yes. It's my belief that the issues that I 
was going to testify concerning is outlined in this 
disclosure statement, would be diagnosis of lung 
cancer, treatment of lung cancer and overall management 
of patients with lung cancer. 

Q No opinion then on the causation of lung 
cancer? 

MR. PATRICK: Let me object, no expert 
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DR. MARK GREEN _ 

opinion on the causation of lung cancer. 

Q Is that correct, Doctor? 

A Yes, I would concur that I didn't -- I was 

not asked to serve in the role of an expert to comment 
on causation in lung cancer. 

Q In the course of contacts that you've had 

with counsel for the Plaintiff, have you come to any 
arrangements for your fees, to be compensated for this 
participation? 

A To be honest, I'm not sure we have. I know 
what my usual fee was when I did do a legal 
consultation in California; Attorney Ritter may have 
asked me that, I don't recall exactly and I don't 
remember sending them a fee schedule, so I'm not 
certain whether they know what I plan to request as 
compensation. But I can tell you and tell them, it 
would be the same as I used to request to be paid to 
the University of California when I worked as a 
facility member at the University of California. 

Q What is that fee? 

A I have asked for $300 an hour to review 

records and documents and do my own diligence and 
research, $350 an hour to meet with counsel and discuss 
my opinions and formulate activities, and $400 an hour 
for depositions. 


RAY SWARTZ & ASSOCIATES 

Charleston (803) 556-2923 1-800-8711 Fax (803) 769-5859 





DR. MARK GREEN 


20 


Q $400 per hour for depositions would be the 

fee schedule you would charge for your time at 
deposition today; is that correct? 

A Yes . 

Q Is there any written correspondence between 

you and Plaintiff's counsel in this case? 

A There is written correspondence between 

Plaintiff's counsel and me, there is no written 
correspondence between me and Plaintiff's counsel. 

Q You have copies of that correspondence? 

A As I said earlier, I didn't bring anything 
with me, but I believe I have a letter. Actually, I may 
be wrong, that letter may come from the Attorney 
General and say thank you for being willing to 
participate rather than from Ann or Charles, so I may 
actually not have any correspondence from them. 

Q Apart from Plaintiff's counsel and Dr. Burns, 

have you discussed the case or your involvement in this 
deposition with anyone else? 

A Two other individuals. I talk about most 
things with my wife and my wife knows what I'm doing 
today and where I am, and that she can still find me if 
she needs me, I've got my beeper. I talked to the 
Vice-President from Medical Affairs of the university, 
Layton McCurdy, to let him know that I was considering 
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doing this and that I thought it was appropriate. He 
felt it was appropriate if I felt there was a time 
frame and other issues that could be managed, so X told 
him I was going to do this. 

Q Does the Medical University of South Carolina 
have any particular position on members of their staff 
participating in litigation consultation? 

A I do not know if they have a written policy. 

Q Any policy that you're aware of? 

A None that I am aware of as a policy. In my 

discussions with the Vice-President from Medical 
Affairs he said it was okay, I took it to mean that 
there wasn't a proscription against it at the Medicine 
University, but I am new to the place. 

Q Doctor, you described earlier some previous 
involvements you've had with consulting while you were 
at the University of California, San Diego, I take it 
you have had your deposition taken before? 

A Yes . 

Q Can you tell me exactly or approximately how 

many times? 

A I cannot tell you exactly, I can give you a 
ball park guesstimate. 

Q What is that guesstimate? 

A For depositions taken, perhaps five to ten 
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times . 

Q In any of those matters or any other matters, 
whether or not a deposition was taken, have you ever 
testified at trial? 

A Yes, I have. 

Q How many times would that have occurred? 

A Three times, I believe that to be exactly 
three times rather than approximately three times. 

Q Would you describe for me the nature of the 
cases that you have been involved with in which you 
provided trial testimony? 

A Yes, I can. 

Q Please, give me that description. 

A The first one was a trial about -- all three 
were medical malpractice, and in those three cases I 
was testifying for the Defense, although I have 
participated as an expert for Plaintiff as well as the 
Defense, and have often indicated to attorneys that I 
would look at records very early, give an opinion about 
whether or not I thought a case had merit, or whatever. 
Back to the original question you asked me. 
One case in which a patient probably had a bile duct 
cancer and by the distribution of disease at the time 
that disease was finally diagnosed, commented on 
whether or not I believed it was my expert opinion that 
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that person had metastatic disease earlier and whether 
or not an earlier diagnosis would have provided a 
different outcome. 

The second involved a patient with breast 
cancer, and again the same issue. At the time diagnosis 
was given the distribution of disease in the prior 
material relative to the person's health was possible 
that an earlier diagnosis could have been made and 
would an earlier diagnosis have had an impact or 
measurable impact on the patient's outcome. 

In the first case the patient died, and in my 
view pretty clearly had metastatic disease at the time 
the physician, defendant, saw the patient for the first 
time, and there were other issues in this case. In the 
second, the patient, at least to the best of my 
knowledge, had not recurred. 

The third case was also a woman with breast 
cancer who had a diagnosis of breast cancer made, and 
then there were some issues concerning whether or not 
an earlier diagnosis could have been made, and whether 
or not that earlier diagnosis would have had an impact 
on her outcome. She also happily has not recurred. 

Q Can you give me the names of particular 
lawyers or law firms that you were involved with in 
your consultation on litigation in cases where you 
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provided testimony by either deposition or trial? 

A I'm sure I can, I'm not sure I can give them 
to you offhand. 

Q Any names that occur to you at the moment? 

A Certainly not at trial, no. You know when 

you're thinking about other things, and this may not be 
stressful for you, but it's a little bit stressful for 
me, and I'm not sure I can provide you with any names. 
But if they pop into my awareness, if you'll permit me 
the interruptions, I'll try and provide them for you. 

Q That's fine, Doctor. 

A And that's even without caffeinated coffee. 

Q Commendable. Doctor, I'm going to show you 
what's been marked as Defendant's Exhibit Number 1. I 
know that you've already had an opportunity to look at 
prior to the deposition, the expert disclosure 
statement as indicated for Mark Green. Yes, you have a 
statement, Doctor? 

A Yes, I hadn't seen this before the 
deposition. I saw it this morning for the first time, 
and I think the deposition was already underway when I 
saw it. Just a matter of clarification. 

Q In that case, Doctor, I take it that you did 
not play a part in the drafting of this expert 
disclosure statement? 
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A I don't believe that's correct, if you talk 

about the consent, I did not type it, I didn't set up 
its form. But you remember we talked about that meeting 
of last week and the prior phone call and there we had 
agreed that these are the issues I would be comfortable 
talking about and felt appropriately able as an expert 
to comment on. 

Q As you discussed earlier, it is by design 
that you see no mention in this expert disclosure 
statement of smoking or the issue of causation of lung 
cancer; is that correct? 

MR. PATRICK: I'm going to object to the 
form of the question. Specifically the phrase, by 
design, but if you understand the question you 
can answer. 

A Wishing to clarify since, as Mr. Patrick has 
pointed out, by design could mean different things to 
different people. What I was asked if I would be 
willing to do was to talk about lung cancer as an 
expert, and I said I would do that and the framework of 
that expert role was in diagnosis, treatment, overall 
management, expectation, outcome. Rather than being -- 
otherwise it was an intent to provide specific areas in 
which I would be designated as an expert. 

Q Is the consent of this expert disclosure 
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statement consistent with the discussions that you've 
had with Plaintiff's counsel regarding the scope of 
your expected testimony at trial? 

A Yes, I believe it includes those areas that 
we agreed I would feel it appropriate for me to discuss 
as an expert. 

Q What is your understanding of the testimony 

that you will provide at trial? 

A To be honest, I think it's still somewhat 
uncertain. What we agreed was that I would be happy to 
be questioned and to provide information as an expert 
in these areas. Whether or not any of these areas 
become something that is explored at trial with me as 
the expert remains to be seen. This is my first entry 
into this matter, so I'll probably know a good deal 
more at the end of the day. But I don't know that now, 
so my preconceived expectations are relatively modest 
in that regard. 

Q Doctor, have you ever smoked cigarettes? 

A I have smoked a cigarette or two, yes. 

Q Ever smoked any other form of tobacco? 

A I would have to say I probably had a cigar or 

two in my life, maybe more. 

Q But you wouldn't consider yourself a regular 
smoker? 
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A Not now, not ever. When I responded to your 
question I tried to indicate by the language chosen 
that it perhaps was not uncommon for boys in the ten to 
thirteen-year-old range in Norwalk, Connecticut to 
occasionally think that they might want to learn about 
smoking, and I probably tried several cigarettes over 
that time frame. I'm not very big, playing football was 
more important to me, and happily I never got involved 
in smoking anything on a regular basis. 

Q Do you have any family members that smoke? 

A Currently, no. It depends on what you call 
family members. I have two brothers, neither of them 
smoke, my mother is alive, she doesn't smoke, I have 
two daughters, one a stepdaughter, and they don't 
smoke. 

Q Did any of those family members smoke at one 

time ? 

A My father smoked, my mother smoked, my 
brother smoked, my older daughter, stepdaughter smoked. 

Q Were all of those individuals to the best of 
your understanding regular smokers at the time that 
they did smoke? 

A My father was a regular smoker, my mother was 
a regular smoker, my oldest brother was a regular 
smoker, my immediately older brother probably never was 
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a regular smoker. And happily I guess I'd have to say 
that that older daughter was not a regular smoker, but 
rather a rebellious young woman with asthma and 
significant reactive airway disease. There are ways you 
challenge authority in life, and one for a person who 
has an illness is to expose themselves to something 
that worsens their illness as a matter of rebellion. 

But I wouldn't call her a regular smoker, at least to 
my knowledge, and she doesn't smoke now and she's 21 
now. 

Q Doctor, do you recall whether you've made any 
speeches, public presentations, any kind of public 
appearances in which you've discussed the issues of 
smoking and health? 

A I don't recall any specific appearances in 
which that was the major thrust of my presentation or 
message. I certainly have talked about lung cancer and 
causes and the linkage of smoking and lung cancer. I 
have I'm sure as part of presentations talked about 
primary prevention and strategies relative to lung 
cancer, but I wouldn't say that I have made, that I 
recall, specific presentations focused directly on that 
topic. 

Q Are you a member of any organizations, 
professional organizations or other interest groups 
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that have as at least one of their objectives 
discouraging smoking in society? 

A Again, I guess the issue of whether or not 
they consider it a primary objective or not is hard for 
me say. I am a member of the International Association 
for the Study of Lung Cancer, and that organization has 
developed I believe a position paper on smoking and 
smoking cessation. I'm a member of the American Society 
of Clinical Oncology, and I believe that organization 
has a position. 

Those are not by-laws or constitutionally 
sort of defined objectives of either of these 
associations. I'm a member of the American Association 
for Cancer Research. And again, it's a matter of 
definition, you choose the term, so you can choose the 
definition and I can try and react to it more. But as 
to whether or not that's a stated objective, they are 
positions that they've taken, because there is an 
impact on health, cancer, associations, etcetera. 

Q Are you a member of the American Cancer 
Society? 

A I don't think you can be a member of the 
American Cancer Society. I think the American Cancer 
Society is an organization that does things, supports 
projects, supports research, supports education, and 
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has employees and has contributors and has people who 
work under the auspices of some of their projects, but 
I don't think you can be a member of the A.C.S., at 
least as I think about it. 

Q Any other organization occur to you that you 

are a member, such as one for instance known with the 
acronym S.T.A.T., Stop Teenage Addition to Tobacco? 

A Again, there's no organization that comes to 

mind, and S.T.A.T. in particular I didn't know about, 
but there's no organization that comes to mind that I'm 
a member of that I think would fulfil the conditions 
you outlined in your prior question. 

Q Have you ever been involved in a law suit as 
one of the parties to a law suit? 

A Yes . 

Q What is the nature of those matters? 

A When my wife and I got married and we moved 

from the house that I had lived in to the house that we 
purchased, that was in San Diego, California, and 
there's a lot of termite and dry-rot that you can have 
in California, and we bought really a lovely house, and 
you have to have a termite inspection, and the termite 
inspection that was provided said the house was sort of 
free and clear. 

It was a terrific house, and we saw it on a 
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March afternoon, and the sun was going down and it had 
a gorgeous view of the Pacific Ocean, and we said, 

"gees, let's buy this house". This house had sold a 
couple of times, always very, very quickly and there 
were heavy days in the market in California and so we 
sort of said, "let's buy this house". And we did, and 
we'd come back every once in a while and look at it, 
often at sunset and whatever because it was so lovely. 

We got the termite inspection and everything 
was okay, and we bought the house, and as I guess 
occasionally happens, there was some difference of 
opinion as to whether or not in fact this house was 
free and clear of fungus and termites and dry rot 
damage. 

Some months later when the magnitude of the 
damage to the property was obvious, it had been seen by 
the State at that time and all kinds of people said 
this is not attractive, we actually initiated a lawsuit 
to try and recover some of the implied costs that were 
going to be required for us to repair this, and that 
suit actually was partly settled, partly went to 
completion through due process. It certainly convinced 
me that I never wanted to do that again, and it also 
taught me about buying houses. 

Q Any other matters that you've been involved 
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with as a party? 

A Yes, I have previously been married and was 
involved in a divorce. 

Q Any other matters that you can recall beyond 

that ? 

A No serious traffic citations, to the best of 
my knowledge, no. But, you know, there are some things 
I may suppress, but I don't think so. 

Q Thank you. Doctor, I see by having an 

opportunity to look at your curriculum vitae that you 
are board certified in the specialty of medical 
oncology; is that correct? 

A Yes . 

Q Another way of describing your field of 
expertise, cancer medicine? 

A Fairly broad characterization, personal 

choice of terms, some might agree. There's a textbook 
called Cancer Medicine and it is focused on people who 
do medical oncology or surgical oncology or radiation 
oncology, I do medical oncology. Yes, I suppose you 
could say I was interested in cancer medicine, but the 
field that I'm involved in as an internal medicine 
trained physician, then as a specialist is medical 
oncology, but I'll accept the cancer medicine, that's 
okay . 
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Q What has been your area of or areas of 
research interests? 

A When I was in training I did an internship 
and a junior residency, and then I went to the National 
Cancer Institute. There I got involved for the first 
time in specific cancer related research and I did some 
pharmacology research, looking at the application of 
new cancer drugs, anticancer drugs to the treatment of 
people with leukemia, that was in 1973, 1974. 

Then I did some more training and got 
interested in clinical trials or clinical investigation 
and took a facility position at the University of 
California at San Diego, become interested in solid 
tumor oncology as opposed to acute leukemia, chronic 
leukemia. I became more interested as a focused area 
in, what one might call, solid tumor oncology. 

There was a time when some might have said I 
was a pretty decent doctor, and I did a lot of clinical 
care, teaching, and became involved in clinical 
investigation fairly broadly. In 1979 I became the 
principal investigator for the Cancer and leukemia 
Group B, that's one of the National Cancer Institute's 
designated cooperative groups. I became the principal 
investigator in San Diego at the University of 
California, San Diego. 
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As I got a little more senior I became the 
Vice-Chairman of what was called The Other Solid Tumors 
Committee, which had a responsibility for a variety of 
different solid tumors; organ based tumors. Then in 
about 1984 or so I became the Vice-Chairman and then 
the Chairman of The Respiratory Committee, the 
Committee focusing its research in the lung cancer 
area . 

I've done work in other areas, but I would 
say for the last ten or twelve years my increasingly 
focused research interests have been in the area of 
lung cancer. I have some broader based 
responsibilities, I'm now the Vice-Chairman of the 
whole Cancer and Leukemia Group B. 

Between 1989 and 1985 I was a member of the 
Medical Oncology Subspecialty Board of the American 
Board of Internal Medicine. I now share that Medical 
Oncology Subspecialty Board that writes the Board 
exams. So I have a broader interest, but my research 
focus has remained largely the application of new 
strategies for treatment with additional interests in 
diagnosis and prevention and related laboratory 
investigations in lung cancer. 

Q Doctor, I'm going to ask you a series of 
questions now, and bear with me, but it's simply an 
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effort to identify specifically your area of expertise. 
We've already discussed the fact that you have a 
professional emphasis in medical oncology, do you have 
any level of expertise with respect to surgery? 

A No, I do not. 

Q Do you consider yourself an expert in the 
field of pathology? 

A I guess one thing I learned from one of those 

documents is that you need to be careful, so with due 
respect to what would be a simple answer, let me be 
careful. As a medical oncologist, providing good care 
for patients and being involved in research in a given 
area, you need to know something about pathology. 

You're trained as a medical student in 
aspects of pathology, you have as a house officer the 
opportunity to go down to the laboratory and look at 
pathology specimens related to your patient, you'd 
better do it as a fellow and a faculty member, because 
you got to know and you've got to probe with your 
professional colleagues, so I look at tissues, I look 
at sitologies, I read about it, I know something about 
i t . 

But if you ask me in reality, am I an 
expert? I take a relatively modest approach toward 
things, and I'm not an expert. I'm familiar, I'm 
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informed, I try not to have my deficits be in any way 
detrimental to either the research or clinical care, I 
try and perform and provide, but I'm not boarded in the 
area and I don't consider myself an expert. 

Q Do you consider yourself to be an expert in 
the field of radiology? 

A With even a stronger proviso. I'm actually 
pretty good at reading chest X-rays and pretty good at 
reading CT scans and I could probably parade a couple 
of radiologists out here who would say that he actually 
is pretty good at it, but it's focused, it relates to 
the clinical care that I do and the research that I've 
done and how that impacts on specific things. I would 
never hold myself up as a diagnostic radiologist, but 
in the context of what I do, you get pretty good at it. 

A digression, my father was an orthopaedic 
surgeon, my brother is a professor of orthopaedics, and 
they always say that orthopods read bone films better 
than radiologists, they wouldn't say they're 
radiologists or experts in radiology, they say they 
read bone films better than a general radiologist. I'm 
not bad at reading chest X-rays, test CTs, even abdomen 
CTs, but with that as a statement I still don't 
consider myself an expert. 

Q Do you consider yourself an expert in the 
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field of toxicology? 

A That's easier. No, I do not. I wouldn't even 
waste your time making the provisos. 

Q Do you have an expertise in epidemiology? 

A I go back to the prior qualification. I know 

something about it, done some investigations and 
collaborations with others that relate to epidemiology, 
distribution of disease, study of cause. I have some 
comfort level with it, I wouldn't consider myself an 
expert. 

Q Do you consider yourself to be an expert in 
the field of statistics? 

A I would go back to the same proviso. It is 
important as a clinical trialist that you have a pretty 
clear understanding of the applications of 
biostatistical methodologies to clinical investigation. 
If you're a reasonable reader of the medical literature 
you need to have some substantive understanding of what 
the statistical tests that have been done to study a 
data set can do and what they can't do. 

And in the context of being chairman of this 
committee, The Respiratory Committee of the Cancer and 
Leukemia Group B, I work very closely with a designated 
statistician, facility statistician at Duke and a group 
of statisticians. There are now statistical packages 
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that are available that allow you to do statistical 
analyses on your PC, so I would say I have some 
reasonable degree of familiarity with it. 

I wouldn't seek a position in a school of 
public health or in a statistics department to teach 
statistics, but I have had the opportunity to try to 
explain or teach about clinical trials design, clinical 
trials methodology, phase one, phase two, phase three 
trials, study objectives, etcetera. 

Q Is it fair to say that consistent with the 
other fields that we've just discussed when you gave a 
proviso your tag line at the end was that you didn't 
consider yourself to be an expert in the field of 
statistics? 

A It is true that I did that in most of the 
other provisos and I didn't do it this time and I 
didn't do it consciously, because some people might 
consider me very knowledgeable in this area and I think 
as with most things in life it's relative. I know a 
relatively substantial amount about this, so one 
person's expert could be another person's neophyte, one 
person's fish is another person's poisson, and it 
depends relative to whom. 

Q Do you consider yourself to be an expert in 
the field of psychiatry? 
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A I have another brother who's an associate 
profession of psychiatry, and I don't consider myself 
to be an expert in the broad field of psychiatry or in 
many of the sub areas. I would say that as a clinical 
physician it's important to have a degree of 
sensitivity awareness of psychodynamics and stress and 
behavior, and I have a sense I'm pretty good at that. 

I think I listen as a physician, I think I'm 
sensitive to issues that patients are raising. If you 
live in this world, and especially if you're a parent 
and if you're a spouse and if your a good child to 
aging parents, you learn a lot about human interactions 
and that's a substantive portion of psychiatry. But I'm 
not boarded in psychiatry and I don't practice it as a 
physiatrist. 

Although I think it's a very -- the issue of 
human behavior and dynamics is a very important part of 
clinical oncology, and in fact we spent a lot of time 
today trying to quantitate some of that in terms of 
issues, such as quality of life. 

Q I take it that your response would be similar 
to a question of whether you consider yourself to be an 
expert in the field of psychology? 

A I mean there's clinical psychology and 
there's social psychology, there are a lot of things in 
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psychology, it's always been sort of amorphous to me. 
I'd probably be willing to stand back further from that 
one, maybe even contribute the tag line. 

Q The tag line being? 

A I don't consider myself an expert. 

Q Do you consider yourself to be an expert in 
the field of pharmacology? 

A I think we're at the middle level proviso 
now. You really do need to know a good deal about 
cancer pharmacology to be an effective clinical 
investigator. Most of what we do is with drug therapy, 


and there are a lot of concepts in pharmacology that 
you really need to know, and I'm fairly good at that. 

I'm not a laboratory based assessor of drug A 
or drug B, but you've got to know something about drug 
interactions, you've got to know something about 
mechanics of action, you've got to be able to 
understand the pharmacology literature, I apologize for 
going fast, and so in that sense, when you talk about 
cancer pharmacology, the drugs, their mechanisms, using 


observations in pharmacogenetics or pharmacodynamics to 
make decisions about treatment or monitoring. To know 
something about classes of drugs and mechanisms of 
drugs, I'm pretty good at that. 

I had that time at the N.I.H. in a cancer 
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pharmacology lab, so I have some laboratory expertise, 
although it's rusted shut from at least the 1973 -- '74 

interval, but I'm pretty knowledgeable. Do I consider 
myself somebody appropriate for a pharmacology 
facility, I wouldn't. But could I contribute to 
pharmacology graduate students or have I talked to 
undergraduate medical students about cancer 
pharmacology and the cancer drugs, have I lectured on 
the subject? All of the above, yes, I have. 

Q Do you consider yourself to be an expert in 

psychopharmacology? 

A The brother I told you is a psychiatrist; is 
actually the director of the psychopharmacology unit at 
the Mass Mental In for the State of Massachusetts, if I 
compare myself to Allen I know nothing and he knows a 
huge amount about psychopharmacology. I've talked about 
things with him, I have some understanding about some 
of the new drugs, but no, I would not consider myself 
an expert in that area. Those are the only two brothers 
that I've got by the way, I won't do any more to you. 

Q Sounds like an impressive family, Doctor. 

A Thank you. It's a good family. 

Q Do you have any expertise in the field of 
addiction medicine or the treatment of substance abuse? 

A Again, as a clinical doctor and as a student, 
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as a resident and as a faculty member, there's 
continuing exposure, because it's a big issue now. As a 
facility member functioning as an attending physician 
on a general medical service, a lot of the patients who 
are now hospitalized are hospitalized because of 
addiction or abuse - related illness, and so I have again 
clinical familiarity with those things. But my areas of 
research interests and investigation are along the 
lines that we've agreed I may be discussing as an 
expert . 

So I consider myself a well-trained physician 
and hopefully a knowledgeable physician, and I think 
we11-trained, knowledgeable physicians have information 
about these issues and maybe more information now than 
we used to have when I was in medical school, for 
example. So there's continuing discussion and dialogue 
about it, but I don't -- I guess for the purposes of 
the legal definition of an expert I certainly don't 
consider myself an expert. 

Q Doctor, do you consider yourself to be an 

expert in medical economics? 

A It's a new field, and actually it's something 
that's becoming increasingly important. In our 
cooperative cancer treatment study group, that Cancer 
and Leukemia Group B that I talked about before, we 
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have developed a working group in clinical economics. 

In fact, our current major proposed 
initiative in studying patients with advanced nonsmall 
cell lung cancer, extended stage 3-B patients, some 
stage 3-B patients or stage 4 patients, people with 
frank metastatic disease were candidates for 
chemotherapy. 

We've talked about looking at three domains 
in trying to make an assessment about the value of 
treatment A versus treatment B. In the past the value 
judgment, the assessment would be made based on primary 
efficacy measures, response, time to progression and 
survival. And those would be assessed or compared 
within populations using statistical tests. 

But now we think about three domains, one is 
this domain of primary response or primary in point, 
but the second is the domain of quality of life, and 
the third is the domain of costs or medical economics 
or clinical economics, and we tend to think of this as 
a Venn diagram in which there's a lot of overlap. 

You can draw that overlap, it may be 
completely inclusive in one way or the other, but all 
three domains probably pertain. So we've had to as 
clinical investigators get a much more robust awareness 
of the economic implications of treatment, disease and 

RAY SWARTZ & ASSOCIATES 

Charleston (803) 556-2923 1-800-8711 Fax (803) 769-5859 

http://legacy.iibrary.ucsf.ecfeiiid/ser10f7^);O / /p'd^v. industrydocuments.ucsf.edu/docs/lxxl0001 _ 





DR. MARK GREEN 


44 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 
1 7 
18 

19 

20 
21 
22 

23 

24 

25 


treatment, benefits of treatment versus side effects of 
treatment and the costs related for all the obvious 
reasons. 

Resources aren't infinite, and there are 
judgments that you can make looking at how the primary 
outcomes occur in a vacuum, one domain, but then what 
those judgments mean when you look at the impact it has 
on a person's quality of life or an individual's costs 
or even then a societal costs. 

So we've gotten better at it, there are true 
experts. There are people who have gone on and gotten 
Masters in Public Health and whatever, in fact, that's 
an increasingly common phenomenon. The fellow who's 
sharing this effort that I told you about, he was one 
of my fellows, and he went on during the time he was 
with us and afterwards to get an N.P.H. at Harvard to 
be more facile in looking at these issues. 

People are more commonly doing that, and some 
of us are learning it as we go along, because it's 
increasingly important. Am I an expert in the legal 
sense, I again think that modesty's really important in 
life and I wouldn't consider myself an expert. But I'm 
fairly knowledgeable and working hard to become more 
knowledgeable. 

Q Do you have any expertise that relates to the 
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operation of Medicaid reimbursement programs on a State 
level? 

A No. 

Q Do you have any expertise with respect to the 

particular health statistics of the State of 
Mississippi as that may relate to the utilization of 
health care in Mississippi? 

A There may be technical implications and legal 
implications to the question you're asking me, so let 
me respond cautiously by saying I don't think of myself 
as an expert in issues of Medicaid reimbursement at any 
State's level. I found it a very difficult bugaboo in 
California, I'm sure it's no easier anywhere else. 

I particularly don't consider myself an 
expert, certainly no more of an expert after the 
cursory look at the material than before. So I don't 

consider myself an expert at all relative to the 

reimbursement and Medicaid structure in the State of 
Mississippi. 

It was easier just to say, no. That's like 
Mr. Dole saying, when Jim Lare asked him if he had 
finished the sentence, he just said food. I mean, it is 

kind of nice to just occasionally say no, but you do 

learn in life that you need to be a little bit 
cautious. 
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Q You consider yourself an expert in the field 
of molecular biology? 

A Now there would be a wish. Again, there's 
some people who think for a clinician I'm not bad 
relative to aspects of molecular biology. I gave a talk 
some years ago at some meeting, it was an educational 
thing, in the Cancer and Leukemia Group B context 
actually, and I talked about P53 and the RB and these 
kinds of things, and people came up to me afterwards, 
really clinicians, clinical investigator colleagues and 
said, how do you know all that stuff? And I thought to 
myself, what stuff? I don't know a whole lot about 
this, but I'm trying to learn. 

It's the same thing, I'm trying to learn, and 
I understand some of the language, I understand some of 
the concepts, I think I understand some of the 
mechanistic biology, and I'm trying to learn it and you 
guys are all younger than I am, but it gets hard in 
your 50s to learn new molecular biology or the new 
biology, but I'm trying because it's critically 
important. 

I've been involved in collaborations about 
laboratory based scientific projects in looking at -- 
I've been asked to make judgments about whether or not 
we should proceed with certain correlative science 
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projects in the lung cancer area, and I have opinions 
about whether or not we should pursue certain projects, 
what would be interesting biology. 

But if somebody said, are you a card carrying 
molecular biologist that somebody wanted to recruit 
funded by a bunch of bucks from the N.I.H. or the 
Howard Hughs, I'd say, no, I'm a clinical investigator. 
But in 1996 you need to inform yourself and learn and 
dialogue with colleagues who are true experts, so that 
you can come up to speed and contribute. 

Because if you have some understanding of the 
field, some reasonable working understanding, and you 
can bring to bear the clinical, you become a 
translational investigator, which is a very appealing 
area for investigation now, between the bench and the 
bedside. 

Q So it's fair to say, Doctor, that as we 
referred to it before, the tag line applies here that 
you don't actually consider yourself to be an expert in 
the field of molecular biology? 

A No, I think it would be fair to say that this 
is one where I held that tag line in obeyance, because 
one person's expert is another person's neophyte. Some 
individuals have said, gees, you've learned a lot about 
this. And I might say that I've got a great deal to 
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learn. 

MR. KEMNA: Let's go off the record for 
j ust a moment. 

(The proceedings went off the record for a 
brief period.) 

Q Dr. Green, is it fair to say that lung cancer 
is not a single disease? 

A I guess it depends on whether you're a lumper 
or a splitter. That's kind of a characterization that 
we make in medicine all the time. Anatomically it's 
kind of one, histologically it's many, biologically 
it's in many ways very diverse and in other ways rather 
unified, so it depends on who's saying it and what your 
basis is for saying it. 

As I say, in medicine you find some people 
who are lumpers, that's lung cancer, that's breast 
cancer, that's coronary artery disease, that's 
congestive failure. And other people who are splitters, 
that's nonsmall cell lung cancer, that's adeno, that's 
large cell, that's squamous, that's small cell, that's 
intraductal, that's infiltrating ductal, that's 
laryngeal carcinoma in situ, that's left ventricular 
failure, that's right ventricular failure. It's a 
personal judgment and much more of a decision on the 
individual who asks than the individual who answers. 
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1 

Q Let's take it step by step then, Doctor. 


2 

You've already encompassed in your previous answer some 


3 

cell types of lung cancer, what do you consider to be 


4 

the major cell types of lung cancer? 


5 

A Probably over 90 percent of lung cancer is 


6 

made up by small cell and nonsmall cell lung cancer. So 


7 

you have small cell, you have squamous cell, you have 


8 

adenocarcinoma, you have large cell carcinoma, those 


9 

four subgroups, and there are sub subgroups, there are 


10 

other kinds. There's this area of bronchioloalveolar 


11 

carcinoma that's of increasing interests. But within 


12 

the broad rubric, that's the majority of the large 


13 

subcategories by histology. 


14 

Q The subgroup of bronchioloalveolar carcinoma 


15 

is actually within the major cell type category, the 


16 

adenocarcinoma, isn't it, Doctor? 


17 

A Yes, you have solid mucin and you have 


18 

papillary and you have bronchioloalveolar carcinoma all 


19 

within that subgroup, some people are beginning to talk 


2 0 

about whether or not it should be separated out but 


21 

yes, currently in the classification. 


22 

Q In the classification that you're referring 


23 

to, is the World Health Organization classification of 


24 

cell types? 


25 

A Yes. 
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Q In attempting to arrive at a diagnosis in a 
patient who may be suspected to have lung cancer, what 
process takes place in order to make a definitive 
diagnosis ? 

A Well, the simple answer is that to make a 
diagnosis of malignancy you have to have the pathologic 
evidence. So what you try to do in a person in whom you 
have reason to suspect that there's a cancer, is you 
try and visualize or image in some way the abnormality 
and then biopsy it. 

That biopsy may be done in a variety of ways, 
it may be a biopsy that assesses a piece of the 
abnormality, it may be in the context of removing the 
entire abnormality. But when you come down to the core 
of it, making a diagnosis of cancer involves getting 
tissue or some kinds of material that you can look at 
under the microscope and say this is cancer. 

Now, in the future, will we be able to do it 
by immunologic means, will we have something where we 
have iron clad evidence without looking under the 
microscope, maybe. But in 1996 to make a diagnosis of 
cancer you need to look at something under the 
microscope and make an assessment that this is a 
malignant process. That may not be comfortable 
sometimes, it may be incomplete sometimes, but that's 
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what you have to do at its core to make a diagnosis of 
the cancer. 

Q As a medical oncologist in the course of your 
practice in treating patients, is the diagnosis 
regarding lung cancer made in advance of that patient 
making its way to you for treatment? 

A In the context of my practice, usually a 
person has a diagnosis of cancer before a medical 
oncologist will see them. In the context of my work, we 
spend a lot of time sitting together and looking at the 
clinical material associated with specific patients in 
whom for one reason or another there was a suspicion of 
cancer. 

Subsequently, I would often be involved in 
discussions about how we were going to go about 
assessing whether or not this is in fact cancer, what 
the differential diagnosis might be, what the most 
commodious fashion in which to try and get an answer 
would be. So we would have a multi disciplinarian 
conference and we would look at x-rays or we would look 
at the findings of a bronchoscopy or we would hear 
about a case summary, and we would bring together our 
views about what the optimum way might be to proceed. 

I might end up never seeing that patient in 
the office, but I would have had an opportunity to 
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contribute an input to the further evaluation, 

2 diagnosis and even potential treatment of that patient. 

} Q In the course of making the diagnosis, 

l collecting the information relevant to making a 

3 diagnosis, is your primary goal to identify the most 
3 appropriate treatment for that patient? 

7 A The goal in any medical evaluation is to try 

1 and provide the clearest understanding of the patient's 
3 status at that point in time. The pathologic processes 

that are going on in that patient and what the 

L implications are of that process or those group of 

/ 

2 processes for that patient, both in terms of prognosis 

3 and treatment. 

L Further diagnostic evaluations mean what you 

3 really want to do for a patient who has an evident 
5 abnormality is find out what the abnormality is and 

then make recommendations to the patient about what you 
feel to be the most appropriate strategy to deal with 
that abnormality. 

Q In the course of evaluating a patient in 

attempting to determine exactly what the condition or 
disease process is, is it your objective to determine 
the ideology for that condition or diseased process? 

A Relative to an individual patient your goal 
is to understand as much about the disease as you need 
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to make a fully informed set of recommendations, refer 
to diagnostic or treatment options. If you have 
somebody who has recurrent fevers and has blood that's 
cultured and there are bacteria in the blood, it's not 
sufficient to know that and treat them, you need to 
know the idealogy of the origin of the infection, in 
that sense you're looking at ideology. 

If you have someone who has an 
obstructed airway in a collapsed portion the lung, you 
want to know what the ideology of the collapse is. But 
if you find that someone has a lung cancer, you may not 
need to know the ideology to make some recommendations 
about the specifics of treatment of that particular 
lung cancer. 

If the patient has ongoing behaviors that are 
pertinent to their overall health status that happen to 
be pertinent to the ideology of their malignancy, it's 
important to know that, that goes without saying. 

Q Is there a scientific method that you would 
use in a particular case in an attempt to determine the 
ideology of, for instance, lung cancer? 

A In the clinical setting one doesn't or at 

least I don't spend a lot of time looking into, in a 
scientifically rigorous kind of a way, the potential 
ideologies in terms of thinking about studying that 
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patient for the ideology of cancer. 

But again, what you want to do when you are 
working with or serving an individual patient is to try 
and understand the context of their illness, the scope 
of their illness and the potential impact of their 
illness on them as an individual, and make 
recommendations pertinent to understanding the context, 
the scope and the impact. 

Q So you want to be in a position to advise 
that patient with respect to any behaviors that may be 
relevant to their condition and also make 
recommendations regarding treatment, but you are not 
necessarily interested in the ideology of the disease 
itself; is that correct? 

MR. PATRICK: Object to the form of the 

question. 

Q You can answer. 

A If there is an ideologic element that is 

pertinent to the other aspects that we've just 
discussed, the context, the scope and the impact, then 
you're going to explore it, discuss it and take it into 
account. If there isn't or it's not as germane, then it 
will be less central in the issues that you address, 
certainly as you prioritize those issues. 

Someone who has a brain tumor and was an 
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immigrant to Palestine in the 1950s and had ring worm 
and they came from Eastern Europe and got radiation, 
because that was the treatment at that time, and ends 
up with a brain tumor many decades later, you may know 
that, that may be of some interest, but unfortunately 
it probably doesn't have much impact for that 
individual patient. You can't take it away, you can't 
alter it. 

I'm not trying to be obscure, I'm just trying 
to flush out what you may be thinking since I don't 
want to inappropriately or incompletely answer the 
question you posed. 

Q Doctor, what I'd like to do is start from 
sort of day one when you interact with a patient who 
may or may not have lung cancer, but that's the nature 
of the inquiry. What do you do first when you are 
introduced to a new patient? 

A I usually walk in, extend by hand, say I'm 
Mark Green, they usually know that. I usually discuss 
some information about how they happen to come see me 
and what their expectations are. Then I usually will 
start in to take a medical history. 

Q Let me stop you right there. I fully intend 
to let you answer the question completely, but I wanted 
to break it into pieces so to speak, so I think we'll 
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address what you have in mind. In taking a medical 
history of the patient, what information, that is, what 
types of questions, what key points are you trying to 
collect in terms of information? 

A Before I answer that, let me finish the 
answer I was going to give you before. Which is to say 
as a faculty member, over many years I've often had the 
luxury of having had a student, a resident or a fellow 
interview and examine a patient before I go see them. 

It is my behavior though to usually do what I said, 
introduce myself, exchange some comments and then still 
do a history and a focused physical exam. But often 
it's not as detailed as -- it might be, because other 
people have done it. I also see patients myself. 

To your question. In medial school we used to 
have a thing called the Red Book. The Red Book was a 
little handbook, a little soft cover thing that medical 
students used in introduction to the clinic and 
physical diagnosis to learn how to take histories and 
do physicals. 

We used to kid about asking the Red Book, 
which meant you didn't really think, you just asked 
every question in the book. And if you were a dutiful 
Harvard medical student, you memorized the book and 
then you just asked them the questions. 
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I think when you gain some more familiarity 
and expertise, what you're trying to do is be sure that 
you understand the patient's chief complaint, the 
history of the present illness, and try to be sure that 
you understand the present illness in sufficient 
detail, that you've captured the pertinent information 
that helps you, if it's in a diagnostician mode, 
uncertain diagnosis, most of the time, again, when I 
actually see patients they have a known diagnosis and 
then to assess aspects of the disease. 

You look at a past medical history, you look 
at social history, you look at a family history, you 
ask about allergies, you ask about medications, you ask 
about certain behaviors, you ask about a review of 
systems or a review of symptoms, depending on how you 
like to characterize that, R.O.F., and then you do a 
physical exam, there's a lot of discussion. 

When we were at the American Board of 
Internal Medicine meeting with the board of directors 
over the weekend in Toronto, and we were talking about 
how much you actually get out of certain aspects of a 
physical exam, how much you get out of other aspects. 

So you try and do a complete physical exam, but a 
targeted physical exam tentative to those areas that 
would be pertinent either in the positive or in the 
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negative, the problem the patient presents. 

It's a little bit easier if they're known to 
have a diagnosis of malignancy, in my case often lung 
cancer or breast cancer, what have you. It is important 
both in history taking and in doing a physical exam and 
in past medical history and review of systems and other 
aspects of your interaction to seek out pertinent, 
positives and negatives and try and characterize and 
expand sort of the envelope of information, so that you 
can make some judgments about context and scope, and 
then from that you can make some recommendations about 
further evaluation and recommendations about treatment 
and address questions about expectation. 

Q Let's say, Doctor, that with a particular 
patient who you suspect to have lung cancer that it is 
germane to you in that case to make some assessment of 
possible ideology, what kinds of information would be 
important to you in taking that patient's medical 
history? 

A Most of the time it's offered by the patient, 
but if not, you ask the patient about personal habits, 
smoking, drinking, you ask the person about employment, 
current and past, you ask the patient about other 
illnesses and prior treatment, you ask the patient 
about family history, among other things. 
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Q Without that type of information and medical 
history, is it possible to make any kind of ideological 
assessment in that particular case where lung cancer is 
suspected? 

THE WITNESS: Would you repeat the first 

phrase for me, please? 

(Whereupon, the court reporter read back 
lines 1 through 4 on page 59.) 

A I think you can always have a guess, but it's 

much better to have information. So I prefer to have 
information to base my assessment on and try not to 
introduce preconceived notions about things in general, 
just my style of doing things. 

Q Is it fair to say. Doctor, that getting that 

type of information that you described in the medical 
history, where ideology was germane to that patient, 
allows you to have the level of confidence necessary to 
make an ideologic determination? 

A We talked before about the fact that making 
an ideologic determination is rarely my primary goal. 

My goal is otherwise, and we've already outlined what 
my goal is, so I don't spend a lot of time addressing 
the issues we just talked about and trying to 
accumulate that data set for the purpose of trying to 
make an ideologic diagnosis or an ideologic assessment 
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in that individual, but it's helpful to understand a 
person's circumstances. 

If a person had Hodgkin's disease as a young 
woman and now presents to you in her 30s with a mass in 
her chest, it's useful to have had the history that she 
had Hodgkin's disease. The reasonably informed 
practitioner would next ask her, how were you treated 
for your Hodgkin's disease, did you have radiation 
therapy? Yes. Was it directed toward the mantel? 

Jargon, but they'll know. Yes. Did you have 
chemotherapy? No. What was the extent of your 
disease? Stage 1-A. How long were you radiated? Oh, I 
got 4,000 rads in four weeks. 

Patients get pretty sophisticated and you 
don't ask them, but they give you the details. And 
that's helpful, because what you then know is they are 
part of a recently multiple described group of 
individuals in whom there's been a clear association 
made between prior radiation therapy for Hodgkin's 
disease and a subsequent risk of lung cancer. 

Does it change the way I'm going to treat 
them? In some ways, yes. Does it change the context in 
which they present themselves to the physician? Very 
definitely. They're much more sophisticated, they've 
already interacted with the medical system, they have 
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some understanding of a malignant diagnosis. But in 
addition, there may be some limitations in terms of 
treatment options or there may be increased risks 
associated with certain treatment options. 

So while the molecular biology of the 
interaction is not something that I'm probing 
therapeutically, and in the context of my role as a 
physician for that individual, it can be of importance. 
Therefore, one needs to know about those kinds of 
things, that's for me why I ask those kinds of 
questions. 

Q In the course of interviewing patients, say 
lung cancer patients for instance, that are new 
patients to you, they have not received any treatment, 
may have limited sophistication in terms of the 
understanding of what all may be involved with 
treatment, do you find that they have frequently a 
limited understanding of exactly what they're dealing 
with? 

A People get pretty good, pretty quickly. But 
the unknown is scarier than the known, and often if 
somebody is told they have cancer, it's very hard for 
them to in the next few minutes, few hours, few days, 
few weeks, process in an organized way a lot of the 
information that comes to them, that's just human 
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nature. 

I mean, this is a frightening thing, and it's 
enormously distressing. While it's not true, it's very 
common for somebody to think of cancer as a monolith. 
Basically, I've got cancer and I'm going to die. Not 
only am I going to die, but I'm going to die a 
horrible, painful, isolated kind of death. I'm going toj 
be a burden to myself or my family or it's going to be 
horrible and it's disruptive and I won't get to see; 
and that's common. 

As educated as I hope I am about this, I'm 
sure I would have much the same kind of pain and 
emotion. So when I see someone who has a new diagnosis 
of cancer, I have lots of responsibilities. The 
opportunity to be helpful extends well beyond my 
ability to say, well, you know, that person has Stage 3 
SB mixed cellularity Hodgkin's disease and should get 
treated with this and that and the other thing. 

My ability is to provide them with some sense 
of the end of the beginning. And the beginning is 
horrible, because they get this diagnosis and they 
really aren't very informed, even if they're very 
bright. And they know somebody who's had a terrible 
experience and they're legitimately terrified, even if 
it's the stiffest upper lip you've ever seen. And you 
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begin to be able to give them a sense of connection 
with an opportunity to move beyond that. 

First of all, lots of people have cancers 
that are curable, and people are fearful of even hoping 
that that's the case, even though they'll articulate 
it, they're fearful of hoping, you know, about that 
kind of thing, for fear that they'll learn that theirs 
is not or theirs may not be. They have all kinds of 
anxieties, and the family interactions are very painful 
and very stressed. 

So you have the opportunity to inform people, 
tell them there are options, tell them there are things 
to do. Begin to allow them to take the first steps in 
moving again, beyond the end of the beginning and into 
a more proactive, taking responsibility, doing things, 
let's get on with it kind of way, which is enormously 
constructive for anybody when they're faced with 
something that's hugely anxiety provoking. 

I mean, it doesn't have to be the diagnosis 
of cancer, it doesn't have to be medical at all. But 
the sense of being impotent, the sense of being 
powerless, the sense of being twisting in the wind or 
completely adrift or unable to control one's own 
circumstances, those kinds of things, those are 
terribly, terribly unpleasant human emotions. 
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One of the things that a physician can do, 
but certainly a caner physician, where people aren't 
coming for a wellness check, they're coming to see you 
because they've got what is potentially a life 
threatening or a fatal diagnosis. You can do an awful 
lot, and it's one of the great excitements of being a 
clinical oncologist. Long answer, sorry. 

Q Doctor, I understand your answers with 

respect to the degree to which ideology of a disease 
such as lung cancer comes into play in your practice, 
but would you agree that fundamental to determining 
what the cause of a person's disease process may be is 
first determining exactly what that disease process is? 

A Well, again, it depends on what you mean by 
what the disease process is. If somebody's got a lung 
cancer, again beyond asking them some of the questions 
I discussed with you and then acting on them, if the 
pathologist told me they had lung cancer, I look at the 
pathology material and I agree that those are malignant 
cells and they have the appearance of a probably 
primary lung cancer, and the person has a radiographic 
presentation that's consistent with that and symptoms 
that are consistent with that, I'm pretty comfortable 
with saying, yeah, I think this is lung cancer. 

There may be things in the history that 
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suggest to me what the cause is and those may be 
important to address, but again, if the whole context 
fits and the diagnosis of lung cancer seems supported 
by the data at hand, I think we can then go forward. 

Q I understand where you feel that you fit into 
the process of the diagnosis of lung cancer and what 
other members of the medical teams, so to speak, may be 
involved in making that determination, but it is 
essential, isn't it, Doctor, to actually make the 
determination of exactly what the disease is first 
before you can really give some consideration to its 
ideology? 

A Yes . 

Q Now, in taking a medical history on a lung 
cancer patient, one of the factors you mentioned that 
you touch on is family history, why is family history 
important ? 

A Well, I must admit I think family history is 
always important in trying to understand a context of 
anybody's illness. There may be environmental aspects 
that contribute to somebody's current condition, 
somebody lives in a moldy environment, has reactive 
airway disease, has asthma. 

Somebody's got a family history of breast 
cancer in five out of six relatives, including male 
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relatives, that tells you something about their 
biologic risk and probably these days tells us 
something about their molecular risk. So family history 
and knowing whether or not there's an increase 
susceptibility to a disease or condition is really 
important. 

Q How does family history fit into an 

assessment on a lung cancer patient specifically? 

A Well, in terms of the individual patient, it 
may not fit much at all, because there may be little or 
no implication for that individual relative to scope, 
context, scope or a treatment. But it might be of 
interest and might contribute in terms of an 
intellectual approach to not the individual patient, 
but more about the biology of the disease. But when you 
take an individual patient you're really dealing, I 
mean the core of what you're dealing with is the 
history of the present illness and the current 
phenomenon that the patient is manifesting, 
experiencing, what have you. 

But I think family history is important, and 
clearly there's a heightened risk in certain diseases 
that may be expressed in family history. The 
traditional heightened risk that we talk about are 
people with breast cancer, who, if you have a family 
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history of breast cancer, there's an increased risk 
that you yourself will experience the disease. 

Q Are you familiar with data that indicates 

family history of lung cancer as presenting a risk for 
lung cancer in a patient within that family? 

A We've been interested in this area and, in 
fact, have tried to define high-risk population in lung 
cancer, and have tried to look at individuals who 
either had lung cancers early relative to the overall 
natural history of the disease or were a part of a 
family where there were multiple members or multiple 
generations. I think that our studies are still early 
and the data for association certainly from our own 
work are much too early to make comment on. 

Q Apart from your own work, are you familiar 
with data in the public literature that supports prior 
family history as a risk for lung cancer? 

A I can't quote you chapter and verse, I can't 

give you a reference to that. 

Q Without giving me a specific reference, would 
you agree that there is data in the public literature 
that supports prior family history as presenting 
increased risk for the presentation of lung cancer? 

A There certainly is data about personal risk 
in an individual who's had one lung cancer. And I think 
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there are people who talked about there being an 
increased risk in the family, but how solid that is, I 
think I wouldn't be comfortable in commenting on. 

Q Another point that you made in the taking of 
a family history that may be germane to ideology is 
employment history, with respect to lung cancer, what 
type of employment history is important to be aware of? 

A I think there are several occupations that 
have been associated with an increased risk of lung 
cancer, the uranium miners come to mind, nickel 
exposures, there are probably some chloral methyl, 
ether, whatever, exposures. There are some toxic 
chemical exposures that may be associated with some 
increased risk, so if you think about those areas there 
are certainly increased risks, if you talk about people 
who have asbestos exposure, and I guess that can occur 
either by living environment, family, etcetera, then 
you can ask about family history of smoking and the 
exposure of the individual to an environmental tobacco 
smoke. 

That's not an employment history unless the 
individual worked in a setting where environmental 
tobacco smoke exposure might have been significant such 
as, for example, a flight attendant who routinely 
worked in a coach cabin of a cross-country or a 
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transoceanic airliner during a time when regulation of 
smoking on those transportation vehicles wasn't as 
prominent as it is today. 

Q Has environmental tobacco smoke been 
associated with the incidents, increased incidents of 
lung cancer to your satisfaction regarding the science? 

MR. PATRICK: Let me object to the 
question in the sense that as we established 
earlier he was not being asked to offer an expert 
opinion on causation between tobacco, either 
smoking or inhalation and the development of 
cancer. But if he can answer the question or 
wishes to answer the question he certainly can do 


A Not wishing to open Pandora's box, certainly 
since I'm not an expert in Pandora, I'd ask you what 
association means and a variety of the other things, 
and if you want to talk about that we can talk about 
it. It is my general impression that there's a body of 
literature based on a body of research that addresses 
the issue and suggests quite strongly that there is a 
meaningful, measurable association between 
environmental tobacco smoke and ideology in lung 
cancer. But it was my impression that that was not an 
area of my expert testimony, but if you ask me my 
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irapre s sion. 

Q Doctor, are you familiar with the data in the 
public literature supportive of a link between exposure 
to radon and increased incidents of lung cancer? 

MR. PATRICK: Same objection, as it goes 
to cause. But you're free to answer. Ask the 
question, he's free to answer. 

THE WITNESS: Would you be kind enough to 
read the exact question back to me 

(Whereupon, the court reporter read back 
lines 2 through 4 on page 70.) 

A Data, public literature, exposure, risk of 
lung cancer, all potentially definable terms. Public 
literature could not be medical literature, data can be 
scientific data or otherwise. Having qualified it that 
way, I've followed with some interest the issue of 
radon exposure, both from the aspect of the uranium 
miner exposure and radon daughters, to the issue and 
the controversy about radon exposure in given 
households and environments and detection and that kind 
of thing. 

Q Are you familiar with any estimates regarding 

the number of lung cancer deaths per year that may be 
attributable to exposure to radon? 

A Yes. 
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Q What estimate are you familiar with? 

A Well, what I'm familiar with, really two 
things. The controversy about what percent or number of 
lung cancer cases, the 169,000 or 170,000 or whatever 
it's going to be in 1996 -- 1997, you know, those are 

projected numbers that you get from the ACS, you can't 
know beforehand down to the last case how many there 
are going to be. 

But there is continuing controversy, as I 
understand it, about how radon is, I think I've read 
estimates of 3,000 cases or whatever, but I think that 
the literature about how hard the cause and effect 
relationship is in radon exposure, independent, save 
the uranium miners, it's still in flux. I think that 
issue is very much in play, and I think that's my sense 
of it . 

Not holding myself up as an expert in this 
area of radon and what have you, but being interested 
in it and reading about it, etcetera. I think that 
there are issues still in play about trying to be 
certain about how major a risk factor it is, 
independently, as a component of risk, etcetera. 

Q Would you agree, Doctor, that often times 
patients present to you or other clinicians with an 
appareant tumor within the lung when the actual primary 


RAY SWARTZ & ASSOCIATES 

Charleston (803) 556-2923 1-800-8711 Fax (803) 769-5859 

^ttp://legacy.library.ucsf.ed^tid^sei1Qg|aQ0i<pd^v. industrydocuments.ucsf.edu/docs/lxxl0001 






DR. MARK GREEN 


72 



1 

2 


3 

4 

5 

6 

7 

8 
9 

10 


11 

12 

13 

14 

15 

16 

17 

18 
19 
2 0 
21 
22 
23 



24 

25 


location of the tumor is unknown? 

A There is a subcategory of solid tumor 

diagnosis called adenocarcinoma of unknown primary, a 
carcinoma of unknown primary. And you do see patients, 
often younger patients in whom there is evidence of 
disease, often multifocal, either within one organ or 
multiple organs without one dominant lesion or 
distribution of disease that suggests an obvious 
primary. And yeah, I think you see patients like that. 

Now, if you ask me how many of those patients 
present with a lesion in their lung and you have to 
make a judgment about whether or not that's a primary 
lung cancer, in other words, the tumor arose in the 
lung, or that's metastatic disease, the frequency of 
that is lower, but it's not zero. 

For example, yesterday in conference a 
patient was presented who had a breast cancer, 
documented mass in her breast, removed the breast 
cancer, at the time of her preoperative evaluation she 
had a chest x-ray, and she had a lesion, a mass in her 
lower lung field on the left, and that was subsequently 
removed. 

And the question is, are these two primaries, 
separate and distinct, does the breast lesion represent 
the primary, and is the lung lesion a metastatic 
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lesion? For completeness, is the lung lesion a primary 
and the breast lesion representing a metastasis, are 
both metastatics from an unknown primary site? 

And you can through clinical decision making, 
appropriate laboratory testing, evaluation of the 
clinical and radiologic presentation, from the history, 
this lady was a nonsmoker without a family history of 
breast cancer. You can make some judgments about how 
you prioritize the likelihood of the scenarios I 
outlined, and then you can begin to study the 
individual. 

You can develop a level of comfort with what 
you think is the most likely, and then you can proceed 
to make therapeutic recommendations, for after all, as 
you've pointed out and as we've discussed, the end 
point of all of the intellection about it is making 
recommendations that will try and benefit the patient. 
You then can make some recommendations about what to do 
and how to proceed. 

In the setting of breast cancer or lung 
cancer there are actually improving ways and hopefully 
new molecular biology and new biology in general that 
will help us more, but there are ways to make the 
judgment. There are also what are called retrospective 
series of patients, where you have evidence of what 
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looks like metastatic cancer and you can't find the 
primary, that's another adenocarcinoma or carcinoma 
under the primary site, where you have autopsy 
information that helps you to know in some percentage 
of those individuals what looks like the primary tumor, 
so you also know something from natural history of 
disease as it's studied retrospectively. 

So there remains after all that a small group 
of or a small percentage of patients in whom you can't 
be sure. Most of the time in my experience it's not 
been in people who have malignancy in their chest, more 
often it's been people who have malignancy in their 
abdomen, in their liver, in the lymph nodes, near the 
draining bile duct. 

That first case I ever testified in court, 
there was some aspect of that, where did that tumor 
come from. It was in the liver and bile ducts and 
eventually it was thought to be and probably was a bile 
duct cancer. But it's not, it's not a common problem, 
if I may be -- well, at the risk of being politically 
incorrect or somewhat insensitive, and I'm not 
intending to be, but physicians have their humor as do 
attorneys and everybody else, but I mean, you know, if 
it waddles like a duck, and it quacks like a duck, it's 
probably a duck. 
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If you see someone who has a distribution of 
disease in the context of their disease that looks very 
much like it's lung cancer, like a primary lung cancer, 
the pathology fits, the radiographic studies fit, 
clinical circumstances fit, everything else fits, you 
can have a pretty good level of comfort, most of the 
time. And when you can't, you know it and everybody 
knows it. Then those are often the people that 
preferentially come to conference and you talk about it 
and you make best judgments and -- 

Q Is carcinoma of an unknown origin limited to 
the adenocarcinoma cell type for the lung? 

A Well, let's take the question apart. 

Carcinoma of an unknown origin is different than 
unknown primary, we're usually talking about the origin 
in terms of the organ of origin as opposed to the 
idealogy. And no, you can have either adenocarcinoma of 
unknown primary, ACUP, or a carcinoma of unknown 


primary 


In fact, there are some people in Nashville, 


at Vanderbilt and now at Centennial, Tony Greco and 
John Haynsworth, who have written a lot about these 
carcinomas of unknown primary site, and they have 
edited seminars on oncology on the subject, it's been 
the basis of review articles for young faculty. 
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• 

1 

I mean, you can have adenocarcinoma, but you 


2 

can clearly recognize it's adenocarcinoma, but you 


3 

don't know the primary site. Or you can have more 


4 

undifferentiated carcinomas, you just call it carcinoma 


5 

of an unknown primary site. It doesn't relate only to 


6 

the lungs, as I say, it can elsewhere. 


7 

In lung cancer it sometimes happens that 


8 

there's controversy about the primary site, the origin 


9 

site, but most of the time you know, feel fairly 


10 

comfortable, either primary lung cancer or metastatic 


11 

disease. 


12 

Q You've already mentioned one primary site 

• 

13 

that can metastasize to the lungs, the breast; is that 


14 

correct ? 


15 

A Yes . 


16 

Q Cancer can also metastasize to the lung from 


17 

the colon, isn't that right, Doctor? 


18 

A Yes . 


19 

Q What cell type of cancer would be involved if 


20 

you had a metastases from the colon? 


21 

A Almost all colon cancers, the colon cancers 


22 

that are commonly called colon cancer are 


23 

adenocarcinomas and they have a relatively 


24 

characteristic appearance. The cells are fairly 

• 

25 

characteristic, although I had a pathology colleague 
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once who talked about the lung as an appendage of the 
GI tract embryologically, so one could talk about the 
cells being relatively similar, but most of the time if 
you have someone who has a known colon cancer and the 
appearance of the cells are similar, I mean, that's one 
of the things that you do, you don't try to guess 
things, if you have a primary tumor from the colon and 
later you get a lesion in the lung and you take it out, 
you look and you compare. 

You take advantage of every piece of 
information you can in this business, we are plenty 
imperfect and you try to do the best you can for the 
patient. But yes, adenocarcinoma of the colon can 
metastasize to the lung. If it's true colon cancer, it 
almost always has spread to the liver as well. If it's 
carcinoma of the rectum then there's a route for a 
systemic metastatic spread that could conceivably 
bypass the liver, so sometimes you see lung lesions 
without liver lesions in that distribution of the 
disease . 

Q Now, going back to the questions that I asked 
you relating to determining ideology of the disease, if 
it's germane to the patient, and your agreement that 
you really need to know exactly what the disease is, 
part of knowing exactly what the disease is is 
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recognizing what the primary site of a cancer is in the 
body, isn't that true, Doctor? 

A You want to know to the best of your ability 

that the person has cancer, that's what the disease is, 
and to the best of your ability where the disease is, 
that's its stage or extent, and to the best of your 
ability where it originated. And the reasons that you 
want to know all of those things are, one, as we 
discussed earlier, you want to be able to make a 
diagnosis of what is it. 

That means looking at it under the microscope 
and using whatever ancillary tests that you need to 
make diagnosis of cancer, and then the stage and the 
site of origin of focus, therapy and help to define 
prognosis. So yes, those things are important to know. 
One persons knowing what it is, may be another person 
saying I have some feeling about the characteristics 
we've just outlined. 

So again, there may be some semantics 
involved in knowing what the disease is, but I have the 
sense that we're in agreement. I just flushed out some 
of the aspects of knowing what the disease is a little 
bit in my prior answer. 

Q If I may summarize your position with respect 
to the question. That is, where ideology may be 
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important, you are very much interested in what the 
primary site of the cancer is; is that correct? 

A Let me start out by saying, I'd appreciate it 
if you wouldn't summarize since different people could 
summarize things differently, and I don't want to sit 
here all afternoon arguing about summaries. What I said 
is what I said, what you've said is what you've said, 
and if we have a misunderstanding we probably ought to 
work that out. 

But having said that, I think that for the 
most effective diagnostic therapeutic intervention for 
a patient trying to identify prognosis, recommend 
therapy, if it's possible to know to the best of one's 
ability or to a comfort level, primary site, that's 
beneficial. 

Q Let me rephrase the question. Apart from the 
objective that you have regarding therapy to be applied 
in the patient, but where you may be interested in the 
ideology of the cancer, in order to make a judgment on 
any level regarding ideology you need to know what the 
primary site of the cancer is; isn't that correct? 

A Well, I think we've emphasized several times 
that in a given individual I may not find ideology high 
on my priority list. In any given cancer you may be 
able to assign, if you're a lumper rather than a 
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splitter, an ideology in many ways independent of the 
primary site. But for me knowing the primary site, like 
knowing the diagnosis, has to do with its contribution 
to how you're going to provide to that patient what 
medicine has to offer. And that is recommendations 
about therapy, addressing their questions about 
expectations and how they should proceed. 

Q Recognizing that you're not presenting 

yourself as an expert in the cause or causes of lung 
cancer, are you familiar with the cell types of lung 
cancer that are associated with cigarette smoking in a 
statistical way? 

A What do you mean by familiar with? 

Q Can you tell me which cell types of lung 

cancer have been associated statistically with 
cigarette smoking? 

MR. PATRICK: I'm going to object to the 
question, simply on the same basis I objected to 
the earlier question. That is, he's not being 
tendered as an expert on the issue of causation. 
But to the extent that he can answer it or is 
willing to answer it, then he may do so. 

A My sense is that all the histologic subtypes 
or all the common histologic subtypes have some 
association with smoking, but that the subtypes where 
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the association was most frequently discussed and where 
the association on a statistical basis in terms of the 
amplitude may be strongest is in squamous cell 
carcinoma and in small cell carcinoma. 

Q You mentioned earlier the cell type of 

bronchioloalveolar carcinoma, is that a cell type that 
you believe has convincingly been associated 
statistically with cigarette smoking? 

A Well, let me say that I and a colleague just 
wrote that the literature is split on that subject. 

Q So your answer to that question would be, 
that it has not been convincingly associated 
statistically with cigarette smoking? 

MR. PATRICK: Objection. 

A Without wishing to be argumentative, my 
answer would be the answer I gave you. That there's a 
matter of discussion on that issue, and I would say 
more broadly that to have one observation in any area 
about anything to stand out there and stand alone and 
be the basis for defining truth is risky. 

We ran a large study of chemotherapy followed 
by radiotherapy for patients with stage 3 nonsmall cell 
lung cancer, beginning in 1984, stopping early in 1987 
because of convincing data to a monitoring committee. 
Publishing an abstract form in 1988 and in the 
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manuscript literature in 1990 about the statistically 
significant result, and clinically potentially very 
meaningful. 

Given that statistically significant, well 
constructed, well pursued, well analyzed, we11-reported 
trial, it was the assessment of the community, the lung 
cancer community, the research community, etcetera, the 
corroborative studies were necessary. In that issue, on 
that issue most of the corroborative studies have been 
supportive, med analysis strongly supportive, and it 
has become standard of care for appropriate patients, 
but it wasn't on the basis of a single observation. 
Those were prospective, randomized, carefully 
constructed trials of selected patient populations. 

So when you have data, you know, the level of 
confidence that a person can have about the data, to 
some extent depends on her or his decision about how 
much data she or he needs for proof about anything. 
Reasonable people can disagree about that, up to a 
certain level, and then beyond a certain level 
reasonable people probably all agree. Although one can 
always say otherwise, that the reasonable people 
probably agree, and the data are probably somewhere 
between very strong and overwhelming. So that's why I 
would say my answer still stands. 
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Q With bronchioloalveolar carcinoma of the 

lung, you would not feel comfortable at this point 
making a judgment that there is in fact an association 
between that and cigarette smoking; is that correct? 

A No, I think I would be careful to very 
cautiously evaluate any data that tried to purport that 
there was not a relationship. Since given my 
understanding of the more global relationship between 
the exposure to tobacco smoke and lung cancer, I think 
it's important to be cautious if you're exploring a 
potential exception to a rule, it doesn't mean 
exceptions don't occur, it just means one needs to be 
very cautious in propounding exceptions to a rule. 

Q So you really don't have an opinion upon the 
extent to which bronchioloalveolar may or may not be 
associated with cigarette smoking? 

MR. PATRICK: Objection. 

A What we wrote was that there are data or at 
least opinion that can go either way. I don't believe 
that the data tried to demonstrate that there's no 
association. I think that sometimes the data can say 
there appears to be a strong association, or these data 
don't demonstrate an association, or as strong an 
association. I think you've got to be careful about 
what you can prove. 
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Q Oh, exactly, exactly. I don't mean by the 
questions to imply that I'm asking for a response in 
essence to prove a negative. The nature of the question 
really just relates to; what does the medical 
scientific evidence support if it supports any 
conclusion regarding whether or not an association may 
exist? So my question really relates to whether you 
have a comfort level sufficient to state an opinion on 
whether an association exist between bronchioloalveolar 
carcinoma of the lung and cigarette smoking. 

MR. PATRICK: Same objection. If you can 

answer. 

A One person's bronchioloalveolar carcinoma is 
another person's adenocarcinoma. In some people it's -- 
in some classifications it's a subset, other people are 
talking about whether or not it's really separate, 
should be separated out, some are talking about it's 
just being increasingly recognized because people are 
looking for it . 

So my general assessment about the 
association of tobacco smoking and exposure of an 
individual to tobacco smoke and their risk of lung 
cancer probably pertains to bronchioloalveolar 
carcinoma as well. But I maintain an open mind about 
trying to further understand the biology of this 
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of patients and what the nature of the forces are that 
are at play to contribute to the appearance of this 
particular subtype. 

MR. KEMNA: Would you read that last 
answer back, please? 

(Whereupon, the court reporter read back 
lines 13 through 3 on pages 84 and 85.) 

(The proceedings went off the record for a 
lunch break.) 

Q Doctor, when you see from the medical, the 
scientific literature reports of risk factor for lung 
cancer, in that context when they're referring to lung 
cancer they're referring to primary cancer of the lung, 
isn't that true? 

A Usually we refer to the site of origin or the 
primary when applying the organ based term, so colon 
cancers arise in the colon, lung cancers arise in the 
lung, and if it spreads it becomes metastatic colon 
cancer, metastatic lung cancer. 

Q You mentioned earlier some risk factors that 

are connected with lung cancer in the context of 
occupational exposures, such as asbestos and chloral 
methyl ether, do you recall that discussion? 

A Yes . 

Q Would you agree that another risk factor for 
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lung cancer is radon exposure? 

A Again, we talked about it earlier, I think 
it's been traditionally considered that there may be 
some causative potential for radon exposure and there 
are a number of cases per year that are ascribed to 
radon, but I think that the literature with respect to 
the magnitude of the impact is still in flux. 

I think that if you get away from uranium 
miners and you start talking about people with 
environmental radon exposure from houses and things 
like that, the issue of just how strong a determinant 
it is, how important a risk factor it is, what the 
numerical impact is as a percentage of the new cases 
per year, I think that's still, as I say, in flux. 

Q Would you agree that welding fumes is 

considered a risk factor for lung cancer? 

MR. PATRICK: I'm going to object to the 
question, just beyond the scope of his proffered 
testimony, but he can answer. 

A I don't think I can quote you chapter and 
verse on that. 

Q Not being able to quote me chapter and verse, 
is that equivalent to saying you disagree? 

A No, it's equivalent to saying that I don't 
feel comfortable with assessing the literature on that 
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particular possible environmental or occupational risk 
factor. 

Q You agree, Doctor, that the consumption of 

alcoholic beverages is considered a risk factor for 
lung cancer? 

A No, I don't agree that the consumption of 
alcoholic beverages is considered a primary risk factor 
for lung cancer. 

Q When you say something is not considered a 
primary risk factor for lung cancer, what are you 
referring to? 

A There are risk factors that we've addressed 
in terms of occupational exposures or personal habits 
that carry with them a pretty clear association and I 
don't tend to think about alcohol in that context. 

Q Would you agree, Doctor, that cancer can 
metastasize to the lung from virtually any site in the 
body? 

A The short answer is that from almost any 
primary lung metastases can arise. There's lots of 
controversy about whether metastases metastasize, and 
not wishing to address that for the moment, I would say 
that almost any primary organ based cancer can be 
associated with lung metastases. 

Q Among the types of cancer that can 
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metastasize to the lung, would you agree that 
osteogenic sarcoma can metastasize to the lung? 

A Yes . 

Q Would you agree that soft tissue sarcoma can 
metastasize to the lung? 

A Yes . 

Q Would you agree that renal cell carcinoma can 

metastasize to the lung? 

A Yes. If I might, I already thought I said 

that primaries from almost any site could metastasize 
to the lung. And if you asked me the opposite, which 
was, well, Mark, tell us what might not. I would 
probably say that I'm not sure I can tell you one that 
doesn't. So we can go through a long laundry list or 
you and I can agree that metastatic disease from 
primary cancers of other sites to the lung is very 
common. 

Q I'll be selective. 

A Your choice. 

Q Do you agree that squamous cell carcinomas of 

the skin can metastasize to the lung? 

A Squamous cell carcinomas of the skin are not 

too common, but I don't have any reason to believe they 
can't spread to the lungs. There are selected 
individuals who get squamous cell carcinomas in the 
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skin. But again, it's not a very common neoplasm 
relative to other things that can happen on the skin, 
and basal-cell carcinomas and other kinds of things. 
But, yes, if you do have a squamous cell carcinoma, 
something that's evolved to be an evasive squamous 
carcinoma of the skin, you can have metastases to the 
lung . 

Q Do you agree that cancers of primary sites, 
other than the lung, have their own particular factors 
that may be related to the ideology of those cancers? 

A I think we've agreed or at least I've stated 
that most primary carcinomas can metastasize to the 
lung, can be associated with metastases in the lung, 
and there are likely to be variant ideologies. 

Although, if you're a lumper versus a splitter, you may 
think of more or less variant ideologies for the myriad 
of primary carcinoma types that can arise in the human. 
Taking that as the basis for a logical construct, it is 
certainly possible that there are a number of 
ideologies for the primary tumors that have the 
potential to spread to the lung. 

Q In order to discuss the question of ideology 
with respect to any particular primary cancer in an 
informative way, you need to know in particular which 
primary cancer you're talking about, don't you, Doctor? 
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A If one's interest is in ideologic elements, 

it's helpful to know what you're talking about to be 
able to decide what ideology to apply. The important 
aspect here is that by and large it's not difficult 
most of the time to have a very good idea of the 
primary site of the neoplasm in a patient with a ! 

cancer. 

Q But that knowledge of the primary site, 
whether or not it's arrived at easily or difficult is 
essential before you start discussing the question of 
ideology, assuming that there's a reason to discuss the 
question in the particular individual? 

A It does not have to do with whether it's easy 
or hard to decide. My comment was, that you most often 
can know, not whether or not it is hard to know, but 
you figured it out or it was easy to know and anybody 
could have figured it out, but the fact is, most of the 
time you do know and then if you want to address the 
issue of ideology you can intelligently do that or at 
least have a basis for doing it by knowing where the 
primary is or where the primary was. 

It's usually not a conundrum, but we've 
talked about the fact that you've got this carcinoma of 
unknown primary site, adenocarcinoma of unknown primary 
site as a category, but it's just not that big of a 
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problem, and it's particularly not that big of a 
problem in primary cancers of the lung where you most 
often can again determine with a high degree of 
likelihood that what you're dealing with is a primary 
tumor or not. There are times when you can't. 

Q So your answer to my question is that you do 
need to know the primary site of the cancer before you 
discuss ideology? 

A If you can know definitely or as definitely 
as one can ever know things, the primary site, then you 
can discuss in the narrow scope ideology. If you have 
to prioritize the likelihoods, then you can take this 
is most likely to be X, and ideologically you have to 
think about A, B, C, and D and this would be somewhat 
less likely Y, and we'll have to think about A, B, C, 
and D . 

I mean, you can create if you want a logical 
construct to assign probabilities to each based on the 
priority list, but most of the time it's just not 
necessary. But if you're asking, can it be done for 
either intellectual reasons or for therapy related 
reasons, which then wouldn't relate to ideology or for 
any other reason, yes, it can be done. 

Q The question is not can it be done, the 

question is, before you discuss the question of 
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ideology of the cancer, must you know 







A No. 


what the primary site of the primary 


cancer is? 


A Sorry, to interrupt you. No, you don't. If 

you can know and do know, then you can discuss 
specifically. And if you can't know and you have to 
create a differential diagnosis then you can talk about 
each element of the differential diagnosis 
individually. If within the differential diagnosis you 
prioritize, then you talk about this one first, that's 
my highest priority, that's my best judgment, if you 
want to talk about ideology you do that, this is the 
next best judgement. 

I mean then you're stepping either toward or 
away from the individual patient, but you can do it. 

No, you do not need to know absolutely before you can 
engage in the dialogue. You can set priorities, you can 
take it completely away from the patient, and say if I 
hypothetically said that this was the primary I could 
then think about ideology. So I guess I don't 
completely agree, in fact, I don't agree at all with 
the notion that you must know. 

Q Well, let's look at it from this direction, 
Doctor. What methods do you use in the course of 
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arriving at a diagnosis in a patient to determine 
whether or not you indeed have identified the primary 
site of the cancer? 

A Perfectly legitimate question. What you try 
and do is look at the distribution of disease, look at 
the physical findings, look at the radiographic 
findings, look at the laboratory findings. If you had 
metastatic spread, look at the patterns of spreads, if 
you have history or background issues that help you, 
you apply those, you're basically creating a 
likelihood. 

If you think about expert systems and 
artificial intelligence, for example, the true expert 
doesn't go through a series of stereotype steps to 
reach her or his judgment. The chess player who's 
involved in one of these time matches where you don't 
have time to think, you just move and the opponent 
moves him back and forth, that's really the function of 
an expert system. 

But if you come back to expert systems that 
you try and create for artificial intelligence, the 
novice is the person who most carefully follows the 
algorithm. And I mean, you take all the 

characteristics, and you go through algorithms and you 
make a decision about where the primary is likely to 
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be, based on the data that you've got and inferring 
from all the data that you can bring to bear, and it's 
a perfectly legitimate exercise and, in fact, from a 
teaching point of view, you as, quote, "an expert", as 
a clinician expert professor, practitioner, whatever, 
in trying to share with a new student, medical student, 
nursing student, PA student, whatever you want, you've 
got to be able to come back down from the sort of quick 
association and leaps you make to the algorithms and 
tell them what the algorithms are, and that's how you 
do it. So you can do it . 

Q So this process that you're describing, 

whether it's on the level of the sophisticated 
practitioner or the level of the student attempting to 
learn the process, it is a necessary step or a series 
of steps to take before you exercise the judgment as to 
whether or not you have a primary cancer of the lung or 
not, isn't that correct? 

A The more expert you are the quicker you make 

the judgement in the telescoping you do and you don't 
run through the steps, but if one asks what is the 
intellection process, it is a steppage process, and 
it's most often not difficult to arrive at a conclusion 
with a very appropriate degree of confidence, 
occasionally it is. We gave that example this morning 
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about the person with a breast cancer and a concurrent 
lung nodule, but there were ways to figure that one 
out, and it's important to know and do the steps, but 
most of the time it's not obscure. 

Q Acknowledging that you are, I think what 
would be regarded in the position of someone who is an 
experienced practicing oncologist, would you to the 
best of your ability delineate the steps, break down 
into the algorithms as you described that, the process 
that you go through in making a judgment on whether you 
have a primary cancer of the lung or the alternative. 

A I can do that. 

Q Would you do that for me now, please. 

A Okay. Most of the time you'll have someone 

with a series of symptoms, with a series of physical 
findings, with a series of radiographic findings or 
bronchographic findings, combined with findings from 
pathology review of material taken from the patient 
that fit the natural history of a given malignancy. 

You have somebody who's got a mass in their 
kidney, blood in their urine, flank pain, and a needle 
aspiration biopsy that looks like a cancer, is very 
consistent with a cancer, a CAT scan finding or an MRI 
finding. You come down to thinking that this is highly 
likely to be kidney cancer, renal cell carcinoma, one 
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of the diseases you asked me about before. 

If the radiographic findings show that the 
tumor is growing out of the upper pool of the kidney 
down into the collecting system, and then into actually 
the vein in the inferior vena cava and growing up 
toward the heart, that's a classic presentation of 
renal cell or kidney cancer, and you look at it and say 
this is what we're dealing with and the pathology 
confirms and the radiology confirms and the patient's 
symptoms are consistent with it, and that's what you've 
got . 

In lung cancer you can do much the same 
thing, you look at the circumstances of the patient, 
the symptoms of the patient, the physical findings of 
the patient, the radiographs, the bronchographic data, 
surgical data if you've got it, staging data, the 
pathology, and you put it all together to say this for 
all intents and purposes in my view is lung cancer. 

Q All of these elements that you've just 
described are all basic elements that are built into 
each individual patient that is assessed in the context 
of lung cancer? 

A Not necessarily. One doesn't need to have 
every bit of data in every patient to have a degree of 
confidence, it's one of the issues we need to explore 
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1 in terms of how much data do we need to acquire. It's 

2 getting expensive to acquire data, do studies, 

3 iterative studies, multiple studies, overlapping 

4 studies, so I think that a reasonable practitioner 

5 dealing with a reasonably common disease can make the 

6 decision that she or he does not need to obtain every 

7 corroborative test every time. 

8 I think that's one of the things that is 

9 important about experienced medicine and then 

10 transmitting that experience, you're making some 

11 decisions. You talked this morning about costs 

12 effectiveness in these analyses, and we can't afford to 

13 do every test every time, and the reason we can't 

14 afford it is not because it's too expensive, in and of 

15 itself, but because we don't need to. 

16 Because by and large the constellation of 

17 findings that you really need to have a high degree of 

18 confidence are relatively limited and adding a lot 

19 more. I mean, the cliche' would be gilding the lily or 

20 the idiom would be gilding the lily, and a sense would 

21 apply, if gilding means gild, gold means money, you 

22 know, you're spending a lot more, you're not really 

23 improving your confidence interval very much, you're 

24 narrowing it or increasing your comfort level with the 
2 5 diagnosis. 
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So I don't think it's necessary in every 
setting, there's always a question about what you do 
when somebody recurs or if you've got a primary disease 
that's obvious and you see some secondary sites that 
are abnormal on a scan, how much do you need to biopsy, 
what do you need to do. And judgment tells us that law 
of parsimony, Occam's razor, whatever you want, 
pertains most of the time, you need to be cautious, but 
most of the time you can tell relatively early, as long 
as you're judicious, as long as you're attentive to 
detail and you're meticulous. 

Q Let's back up a bit on this assessment and 
let me ask you this. In order to determine whether you 
have -- well, let's just look at it from a diagnostic 
level, in order to diagnose a lung cancer you need 
pathology, don't you? 

A We've agreed that in order to make a tissue 
diagnosis of malignancy you need a pathology specimen 
at this point in time, something you can look at, 
tissue, cells, something you can look at and make a 
diagnosis. 

Q That assumes then that you have identified a 
mass somewhere in the lung; is that correct? 

A No, that's not true. 

Q That assumes that you have obtained a tissue 
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specimen of some sort from the lung; isn't that 


correct ? 


Rather than being obscure, let's just cut to 


the chase. It doesn't need to be the lung, you can get 
something from the bronchus, you know, let's not, we 
don't need to play any games. Yes, you need tissue from 
somewhere and if somebody has a cough and somebody 
coughs up a little bit of blood and a chest x-ray 
really has chronic lung disease changes, but you don't 
see a mass and you bronchoscope that individual, you 
may see an endobronchial within the bronchus 
abnormality, and you may biopsy that and it may 
infiltrate into the bronchial wall and you may make a 
diagnosis of lung cancer and you may not see a mass in 


the lung. 


So a correction to that would be that you 


would need to find a tissue specimen from some location 
within the bronchus or the lung itself? 

A You usually are going to seek an 
intrathoracic source for the tissue if you want to make 
a diagnosis of lung cancer, however, if you have a 
characteristic picture in the chest and somebody's got 
a lymph node that's easily accessible and you need to 
lacerate that lymph node and the picture is all 
consistent with lung cancer, you might make your 
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diagnosis that way and still feel very comfortable. 

I wasn't trying to be, you know, a wise guy, 

I was just trying to save what would have been 
potentially a series of iterative questions, because we 
were having an Eric Burn discussion that was going like 
that. So just to short-circuit it, you need to have 
tissue to make a diagnosis, we've sort of agreed on 
that six times, and you need to have a constellation 
that allows the diagnostician, the treating physician, 
whatever, to have a comfort level with her or his data 
set to allow ascribing with a high degree of likelihood 
the primary site. 

Q With that explanation, what other types of 

information is important to draw a conclusion about 
whether or not you're dealing with a primary versus a 
metastasized cancer? 

A If you take the totality of the conversation 
we've had since lunch, probably nothing. We've talked 
about distribution, we've talked about histology, we've 
talked about symptoms, we've talked about physical 
signs, we've talked about radiographic findings, we've 
talked about the context, that's how you do it. 

Q In that kind of effort, is the effort that is 
made in assessing lung cancer on a patient-by-patient 
basis, to the extent that based upon your professional 
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judgment it will add sufficiently to the information 
environment that you can make some kind of judgment 
about whether it is a primary cancer or not? 

A I guess we're going to have to go around in 
this circle again. You don't -- you asked me what other 
things, and I said in the totality we've already talked 
about essentially all the things, we also talked about 
the fact that you don't need all of them necessarily in 
any individual. And your summary question came back to 
say you need all these things for each individual, and 
I've tried to point out that I don't think you do, and 
I guess we're going to have to go through it again, 
because I must not have been clear. 

There are a series of things you can do and a 
series of options you can select, but it becomes quite 
obvious, quite straightforwardly most of the time, and 
you don't necessarily need to go through all of these 
things to make the primary diagnosis and to presume 
that you know with a high degree of likelihood where 
the primary arose. 

Q If someone presents them self to you as a 
patient and just complains generally that they feel 
themselves to be in poor health, in order to determine 
whether or not in fact you're dealing with a disease 
that's associated with cigarette smoking you'd have to 
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know more than that, wouldn't you? 

A A person presenting themselves to a physician 
and saying they feel like they're in poor health and 
they want to be evaluated could have so many things 
going on that a further assessment of their status 
relative to both history, their physical status, their 
mental set, the totality of what's going on with them 
would need to be further assessed before I could, I 
personally could, presume to make an ideologic 
association between the description of feeling that 
they're in poor health and what the cause might be, 
since it could be anything. 

Q Let me ask you another question along the 
same line. A patient presents their self to you and 
indicates to you, I've been told I have cancer, you 
would need to know more than that information in order 
to make any kind of assessment of whether or not that 
is a smoking associated disease? 

A All I know from the patient is, quote, "I've 
been told that I have cancer", close quote. I'd need to 
know a great more than that to know whether the patient 
even had cancer. 

Q Why is that, doctor? 

A A patient comes to you and says, I've been 

told that I have cancer, the patient doesn't say I have 
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cancer, the patient says I've been told that I have 
cancer. I need to know who told them, why they told 
them, what was the basis for the judgment, etcetera, 
for me as a physician, for an undiagnosed individual. 

If on the other hand, a person comes into the 
emergency room and I have their chart and they have a 
diagnosis of breast cancer, and they have documented 
metastatic disease and, you know, they've been treated 
in our institution and I know the outcome. And they're 
in with a complication of treatment, and I don't know 
the patient and I happen to be seeing them in the 
emergency room, and they say to me, I've been told that 
I have cancer. It's a very, very different informed 
individual receiving that statement. 

The patient could be in denial, the patient 
could be confused, the patient could be hypercalcemic, 
the patient could be hyperglycemic, the patient could 
have brain metastases, the patient could be completely 
in denial and their opening statement to me might be 
what, you know, we sort of perceive as somewhere 
between very unusual and a nonsecretor, and we might be 
able to understand it, because they've obviously got 
cancer. 

But somebody else could come in and say I've 
been told that I have got cancer, and it turns out it's 
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their, you know, sort of nagging spouse or somebody at 
work or somebody else, you need to know more. Totally 
different information base to process that simple 
comment on the part of the patient. 

Q Would you agree, doctor, that metastatic 
neoplasms to the lung are the most common tumors found 
in the lung? 

A Lung metastases from common cancers are 
fairly common, and so I think there are probably more 
prevalent cases of lung metastases in any given year 
than there are probably new lung primary cancers 
diagnosed in that year. Because you have spread to the 
lung from lung cancer and you can have spread to the 
lung from other common neoplasms, such as breast cancer 
and colon cancer and the other cancers that you choose 
thankfully not to iterate, just accepting that most can 
go to the lung. 

So, you know, if you take the total number of 
cancers, recognizing that people live more than a year, 
so you've got years of cancer, population or pool at 
risk, you have metastatic disease versus the one year 
number of lung cancer cases, yeah, there's probably 
more metastatic disease in the lung, but again, most of 
those patients will have had a primary diagnosis. 

You'll know the natural history, the 
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• 

distribution and all the other things, and it will not 

2 

be too difficult to recognize that that's probably 

3 

metastatic disease, although if it's a single site and 

4 

they had a prior organ-based tumor outside the chest 

5 

our rule is you need to biopsy the first recurrence, 

6 

it's a paradigm or a preset in oncology care. 

7 

So if they had a melanoma eight years ago 

8 

removed from the skin and now they have a lung nodule, 

9 

you need to evaluate that and obtain pathology to be 

10 

able to differentiate whether or not that's metastatic 

11 

melanoma or it is metastatic from somewhere else that's 

12 

open to be diagnosed or it appears to be a primary lung 

• 

cancer. But at the end of that you can usually know. 

14 

Q Would you agree, doctor, that most primary 

15 

adenocarcinomas of the lung are found in the periphery 

16 

of the lung? 

17 

A Certainly in the United States, in the 

18 

non-AIDS population. 

19 

Q Would you agree that peripheral 

20 

adenocarcinomas of the lung have not been convincingly 

2 1 

associated with cigarette smoking? 

22 

MR. PATRICK: I object. The same basis as 

23 

the other objections, on the scope of his 

24 

testimony as an expert witness. But you can 

• 

answer. 
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A That was not my impression. 

Q Are you familiar with the statistics showing 

a significant increase in the incidents of 
adenocarcinomas of the lung from the period between 
1965 and 1995? 

A Am I familiar with the statistics or 
statistics? If you want, am I familiar with the 
statistics, you better tell me what statistics. I'm 
familiar with the trend data that have been 
demonstrated, I'm familiar with the Sear (ph) data, I'm 
familiar with the Roswell Park review in Cancer, I'm 
familiar with Barsky work from U.C.L.A., I'm -- 

Q Would you describe the nature of this trend 
data regarding adenocarcinoma? 

A More recent series demonstrate a larger 
percentage of the pathologically diagnosed lung cancer 
cases as distributed into the adenocarcinoma group than 
into the squamous carcinoma group when you compare, 
compare to 20 -- 30 years ago. Early observation of 
that, again from the group at Roswell Park published in 
Cancer, when they looked at their histology, nonsmall 
cell lung cancer and said, you know, we're seeing more 
adenocarcinoma and less squamous carcinoma. 

We just looked at 67,000 patients registered 
in the California Cancer Registry between 1987 and 
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1991, looked at their distribution by one of a 
histologic category and used a relatively conservative 
definition of adenocarcinoma, and found that in that 
population adenocarcinoma was 28 point some percent and 
was the largest single category. You appear to see this 
in other areas as well, some parts of Europe, not all 
parts of Europe, in Japan these shift. 

Q Would you agree that of all lung cancers, 

present day, that adenocarcinoma of the lung would 
account for as high as 40 percent of lung cancers? 

A My sense is that the numbers are fluid and 
the diagnosis of the subdiagnosis of lung cancer beyond 
nonsmall cell is fraught with some hazard, although the 
diagnosis of it being a lung cancer is not as 
difficult. And in our series it was lower than that, 
but I'm sure there are some series in which it's at 
that level. 

If you look at series that are mostly made up 
of people that have had operations, it certainly may 
get to that level or higher, so it depends on how 
encompassing your series is, the selection features of 
the population you're studying to determine what kind 
of a number you might get. So I'd prefer to fall back 
on our prior discussion where there are data that 
suggests there's a rise in the absolute as well as 
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relative for frequency of adenocarcinoma rather than to 
pick the number of 40 percent, since that number -- I'm 
sure if you wanted to find a series to make that number 
right, you might be able to do that, but that wouldn't 
necessarily tell you that that's the right number. I 
think you were more to the point with your prior 


inquiry 


You would agree, wouldn't you, Doctor, that 


the increase in adenocarcinoma over the last three 
decades is thought not to be accounted for by any 
change in smoking behavior; isn't that correct? 

MR. PATRICK: Objection. I'm objecting at 
this point on the vagueness of the question. 
Thought by whom? But you can answer. 

THE WITNESS: No, I can't answer that 
question, I don't know what you meant. I got lost 
in the third negative or the fourth phrase. 

Q I'll rephrase the question. 

A I'd appreciate that. 

Q You'd agree, wouldn't you, doctor, that it is 
thought the increasing incidents of adenocarcinoma of 
the lung is not accounted for by cigarette smoking? 

MR. PATRICK: Objection. You can answer. 

A I'm not sure we know what is the major 
determinant of this shift, or apparent shift that I 
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believe to be a shift, in the histologic subtypes that 
we're seeing. 

Q Have you ever heard this increasing incidents 

of adenocarcinoma of the lung referred to as an 
epidemic of sorts? 

A Yes . 

Q Can you describe for me in what context it 
was described in such a way. 

A You have a rising, an increasing number of 
cases of lung cancer in the United States up until very 
recently, you have an increasing number of cases in 
women, in particular, and you have an increasing number 
of adenocarcinomas being recognized or diagnosed, and 
the epidemic, the term epidemic has been applied to 
lung cancer as a phenomenon in the United States and 
worldwide, and people have talked about an epidemic 
within the epidemic, the rise of lung cancers in women, 
the rise in or the increased recognition of 
adenocarcinoma, and so the term, and almost it's kind 
of a trickle down, but the epidemic, the epidemic, the 
epidemic. 

Q Adenocarcinoma of the lung is the most common 
cell type identified in nonsmokers; isn't that true, 
Doctor? 

MR. PATRICK: Objection. You can answer. 
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A That's my impression, what you would call 

never smokers. 

Q Now, among the cell type of adenocarcinoma, 
we have as we've mentioned early today the cell type 
bronchioloalveolar carcinoma, would you agree, Doctor, 
that the instances of bronchioloalveolar carcinoma, 
current figures are as high as 24 percent of the entire 
incidents of lung cancer? 

A I'd better agree with that since that's what 
we said in this paper that we just wrote. 

Q Okay. The paper that you just wrote, Doctor, 

is that a paper that is in press or has it actually 
been published? 

A No, it's actually been published. 

Q What was the publication date of that 

article? 


A August '96. 

Q This was a research study that was conducted 
at your facilities at the University of California, San 
Diego? 


A No, it was a review paper that two of us 
wrote on the subject. 

Q Your coauthor on that paper is whom? 

A John Barkly. 

Q What journal was it published in? 
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A The Journal of Clinical Oncology. 

Q Did you draw any conclusions in that 
publication with regard to the possible ideology of 
bronchioloalveolar carcinoma? 

A No. 

Q Did you make any comment in that paper with 
respect to the ideology of bronchioloalveolar 
carcinoma? 

A We commented on some possibilities. 

Q What were those possibilities? 

A We talked about the potential relationship or 

nonrelationship to smoking, and that's what we talked 
about earlier. We talked also about even viral 
ideology, since there appears to be some parallel, some 
histologic appearance that's similar to a virus induced 
disease in sheep. So we commented on a number of 
possibilities. 

Q Any other possibilities that you can recall? 

A Those were the major ones. 

Q Without regard to whether they were major or 
not, can you tell me each and every possibility that 
you mentioned in that article? 

A I'm not sure I can tell you chapter and verse 
without getting it out to be sure I didn't miss any. 

Q You don't have a copy of that article with 
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you today? 

A No, I must admit that I don't carry them 
around. 

Q Have you ever heard of bronchioloalveolar 
carcinoma of the lung referred to as the nonsmoker's 
lung cancer? 

A Have I? 

Q Yes . 

A No. 

Q Would you consider that to be an appropriate 
characterization of bronchioloalveolar carcinoma? 

A No. 

Q Does that cell type of bronchioloalveolar 

carcinoma occur as frequently in nonsmokers as it does 

in smokers? 

A Again, we wrote about the fact that as many 
as 30 percent or so of people may be nonsmokers or in 
other cases that there may be, that there's still some 
question about whether or not there's a strong 
relationship. But again, the data sets are other's data 
sets and we're looking at what other people have 
written, we weren't doing any -- you asked me if it was 
a primary research project at our institution, these 
were not our patients, we were looking at the 
literature. 
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Q You consider smoking marijuana to be a risk 
factor for lung cancer? 

MR. PATRICK: I'm going to object, again 
on the basis of, beyond the scope of his tendered 
expertise. You can answer. 

A I guess it depends on how much you smoke and 
what you do with it, there's an esteemed individual in 
our country who doesn't inhale. 

Q So assuming that you had a substantial level 

of exposure to marijuana smoking, it can be considered 
a risk factor for lung cancer? 

A I'm not an expert in the area and I don't 
know how much research has been done on quantitating a 
carcinogen, the size of the particles, the delivery, 
etcetera, but my impression is that if you smoke a lot 
of marijuana that that would probably represent a 
meaningful risk factor. I suspect you wouldn't be doing 
much else but. 

Q In attempting to understand the reason for 

the increase in adenocarcinoma of the lung over the 
years, I think it's fair to say that you should look 
beyond the issue of smoking to try to understand that 
trend of increasing incidents of adenocarcinoma? 

A Do I think you should look beyond smoking as 
to an explanation, I think you always need to try and 
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be intellectually sound about investigating hypotheses 
and assessing causative elements. I don't think one 
necessarily needs to reject demonstrated causation, but 
it's legitimate to be open to exploring a new 
phenomenon and trying to have the broadest possible 
look at what the alternatives might be. I think that's 
good scientific method. 

Q Doctor, you would agree that in compiling 
statistical information on lung cancer in the United 
States that mortality data is often resorted to compile 
the information; is that correct? 

A Well, if you're asking, are mortality figures 
among the information that is accumulated in order to 
characterize the status of any given disease and its 
impact on the population, I would agree that mortality 
data death rates, death per hundred thousand total 
deaths, age related death rates, etcetera, are 
calculated. 

Q You would agree, Doctor, wouldn't you, that 
the American Cancer Society study referred to as the 
Cancer Prevention Study, too, is composed of analysis 
of mortality data as it relates to lung cancer; isn't 
that correct? 

A I guess I don't know what the American Cancer 
Society study is that you're talking about. I'm 
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familiar with the statistics on cancer incidents and 
cancer deaths in the American population reported on a 
yearly basis in January of each year by the American 
Cancer Society in their publication's C.A., a cancer 
journal for clinicians, and I don't -- those data 
include a number of deaths and percentage deaths and 
other mortality information. 

Q In collecting the mortality information, 
Doctor, you would agree that they use death certificate 
information? 

A I haven't been involved in their collection 
of data. I don't know whether they use death 
certificates or they use cancer registry data, which 
uses death certificates. Or whether they use other 
tertiary types of data, I can't tell you that, I 
presume at some point there is first-line 
documentation, one of those first-line documentations 
may be death certificates. 

Q With respect to lung cancer, what kind of 
information is typically included on a death 
certificate for a lung cancer patient? 

A Let me answer by saying that, one, I haven't 
made a study of death certificates, so I can only tell 
you about the death certificates that I make out and 
sign, an occasional death certificate that a colleague 
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has made out, and to tell you about the generic 
information, but as you undoubtedly well know, death 
certificates probably vary somewhat state by state. 

I'm familiar with them in California, and 
they ask for a primary diagnosis and they ask for 
associated secondary diagnoses and they ask for, you 
know, the immediate cause of death and the underlying 
cause and associated conditions, and whether or not a 
biopsy's been done and whether or not an operation was 
done for the primary condition and whether or not an 
autopsy was done and whether or not it helped, it's 
very -- it's data that can be used or a format that can 
be used not only for lung cancer but for other causes 
of death. 

Q With respect to lung cancer, how specific is 
the information regarding the diagnosis that you would 
have had personal experience being included in the 
death certificate? 

A Usually somewhere there's an indication that 
the person had lung cancer, especially if you believe 
the process of lung cancer was central to the patient's 
death. 

Q Is there any indication of the cell type of 
lung cancer? 

A I don't believe it's required, although some 
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individuals may choose to so indicate. 

Q Is there any indication of the location 
within the lung of the lung cancer on the death 
certificate? 

A Certainly not required, probably not 

expected, and there is nothing on the type of death 
certificate that I'm familiar with in California to 
queue you to indicate such a thing. 

Q Is there anything indicated on the death 

certificate regarding the ideology of the lung cancer? 

A Again, if you're talking about death 
certificates for patients that Mark Green cared for, 
probably not, there's no question on a death 
certificate that asks for ideology. And again, it's 
usually obvious, it's back to the discussion we had 
before about primary sites and what you can know, this 
usually isn't obscure, and so the death certificate is 
a reflection of a common knowledge fact about the 
patient, common knowledge to the patient and the 
physician about the patient's illness and the 
progression of their illness and that part of their 
illness, which ultimately lead to their death. 

For someone who wants to look in more detail, 
there's a greater record that one can utilize, but 
usually my impression is that these are a pretty good 
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reflection, but it depends on what the use is. 

Q Within the field of pathology, are you 
familiar with the term intraobserver variability? 

A Yes . 

Q What does that refer to, Doctor? 

A Well, to me intraobserver variability refers 
to the difference that an individual may make when she 
or he reviews the same data or the same material on 
multiple occasions, and interobserver variability 
refers to the difference between observers. So I tend 
to think as intra as within an observer and inter as 
between observers, but the fact is, that there's 
variability. 

Q Would you agree, Doctor, that the occurrence 

of intraobserver variability in accurately diagnosing 
the cell types of lung cancer is an ongoing concern in 
the field of pathology? 

A Well, concern is a relatively inclusive, 

loose, amorphous, vague term, and that's okay, if you 
ask, and take our cooperate group, for example, where 
it matters what you're dealing with, because you're 
trying to do research, so you're trying to be as 
careful and as homogenesis as you can be, we sort of 
decided several things, one is that field pathologists, 
adequately trained pathologists in the field can tell 
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nonsmall cell lung cancer from small cell lung cancer, 
so they can usually tell this is small cell, okay, or 
not, and that within a reasonable tolerance they can 
identify well differentiated squamous carcinoma and 
then they can identify the other or remaining samples 
as quite consistent with nonsmall cell lung cancer, 
once they start to subtype it gets harder. 

And so if you're doing research and you want 
to try and make correlations between different light 
microscopic appearances, light microscope histology and 
a myriad of other conditions, situations, 
circumstances, markers, behaviors, then you would want 
to use an expert or at least someone who was 
consistent, there's a subtle difference. 

But if you were in the business of asking how 
comfortable can I be that this is lung cancer? If I 
have an arm's length clinician who says my pathologist 
says this is consistent with lung cancer, my 
radiologist gives me this reading, and I as the sort of 
integrating responsible individual says, yeah, this is 
lung cancer, I don't think it's too much of a problem. 
So it depends on the context as to whether or not it's 
a concern. 

Q In the context of research, Doctor, 
specifically the particular cell type is very 
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important. 

A Well, it hasn't been too important to be 
honest. In fact, we stopped some years ago doing an 
expert panel review, a central review of the histologic 
diagnoses with a nonsmall cell, and there's several 
reasons for that. One is because the overlap areas are 
relatively arbitrary and different people can -- 
reasonable people can disagree about the subtle sort of 
periphery of the subtypes. 

Secondly, from a therapeutic point of view it 
wasn't clear to us that applied therapies would be 
different, outcomes might be different, but the major 
therapeutic nodes, if you look at decision nodes there 
wouldn't be a lot different. So again, on a costs 
effective basis, remember we were talking before about 
how many you need to do, how definite does it have to 
be, you know, we've made the decision that it doesn't 
have to be so definite. 

So again, the issue of whether it's a 
concern, whether or not it drives our behavior even in 
research or hasn't driven our behavior too much in 
research. What we know is that in the earlier 
situations where we're going be able to take out the 
tumor and take out the lung or a piece of the lung or a 
portion the lung, we get more specimen and we get a 
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better look at it. And where we get psychology, 
bronchial brushing, an aspiration of a lymph node, we 
get less tissue and less material to study and less 
definitive. 

But the concern is usually coming down to 
splitting the subtypes, not whether or not we think 
we're dealing with malignancy and not whether or not 
we're likely dealing with lung cancer or something 
else. So I would say that it's something we're familiar 
with, but either as a concern or as a requirement or as 
an impediment to research, it's not as big a problem as 
your question might have suggested. 

Q Let's speak in terms of a specific type of 
research inquiry. In the instance of trying to 
determine what the trend is in terms of the incidents 
of lung cancer in the U.S., specifically the trend with 
respect to the frequency of occurrence of different 
cell types of lung cancer, you would agree, wouldn't 
you, Doctor, that knowing what specific cell type is 
certainly important in that context? 

A Well, it is and it's not. It would be nice to 
know, but you talked about trends and so if in fact by 
looking at trends, you step back from the absolute 
requirement. Because if the same people are reading it 
now and we're reading it then and reading it tomorrow 
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and they are relatively consistent, independent of what 
some outside panel would read, the trends that changes 
over time are engrafted upon the same people using the 
same algorithms or the same association cortex for what 
they see to give it a name. 

So in that sense it's less important than if 
you took somebody new and said, well, you know, look at 
these and look at these. I mean, as long as you've got 
some consistency in trends over time, in large numbers 
and field pathologist and this kind of thing, they give 
themselves quite a bit of validity just because it's 
the same individuals doing the same thing, and the 
eller (ph) rates are the same, and there are confidence 
intervals around the observations, but there's no 
a priori reason to believe that they're just going to 
arbitrarily do it totally differently this time than 
they did last time, so I feel not so bad about the 
trends. 

Q It's inherent, isn't it, Doctor, to the 

inquiry of whether or not you have any difference in 
the incidents of a specific cell type over time to have 
to have known whether, in fact, the tissue specimen or 
specimens for which data are being collected actually 
reflects that it is the cell type that you're talking 
about in terms of developing an impression of a trend; 
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isn't that correct? 

A I guess I wasn't clear and I'm sorry, I'll 

try it again. The definition that an individual 
applies, as long as they're consistent within their 
definition, if they see more things that they call 
small cell cancer over time, even you or I might say, 
well, among their small cell cancers there actually are 
some nonsmall cells and some small cells, but the 
percentage stays about the same. It's much more their 
consistency in applying what they believe to be rules 
that allows me to make some sense out of the trends 
even if we're not talking about an expert panel. 

Q That's fine, Doctor, and I'm not referring to 
this whole issue in terms of the necessity for an 
expert panel. My question is really geared to a pretty 
fundamental concept and that is to look back on 
information collected over time to determine whether or 
not you have a trend in a certain cell type of lung 
cancer, you must in the research mode collect the 
information necessary to conclude that a certain number! 
of cell types of adenocarcinoma are present at a 
particular period of time, a certain number of cell 
types of squamous cells are present at a certain time, 
and it is based upon that level of inquiry that it's 
inherent that the importance of knowing the cell type 
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is inherent to that type of research inquiry; isn't 
that correct? 

A You can only know what you can know; okay, 
let's look at something different, let's take the total 
number of lung cancer cases in a given year, and let's 
talk about a new staging test that comes in, take small 
cell carcinoma, where you normally stage people as 
having limited disease or extensive disease. 

A new staging test comes in and it allows you 
to identify some people who you previously called 
limited disease as actually having metastases that you 
couldn't find before, you move the limited disease 
patients to the extensive disease category, the 
remaining limited disease patients do better, the 
expanded extensive disease patients as a group also do 
better and the populations performance doesn't change, 
doesn't change at all, what you've got is what's called 
stage migration or shift or the Will Roger's 
phenomenon, unless you have a new strategy for making 
the diagnosis of small cell, let's say a new stain, a 
new test, a new approach that really prove -- that 
fundamentally changes the way the pathologist looks at 
the material and comes to a diagnosis, the trends over 
time, as long as the rules are pretty much the same, a 
new definition hasn't come into play, are going to be 
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fairly representative. 

In 1986 a new staging system for nonsmall 
cell lung cancer came into play, and if you ask the 
question before and after 1986 what the percentage of 
stage 3 patients was, stage 2 patients was, stage 3-A, 
stage 3-B, it might be substantively different in terms 
of the numbers, but the real distribution of the 
patient's not different, it's just we've gotten better 
at characterizing them and more people are using the 
new staging system or people are comfortable with it, 
etcetera, it's the same thing in this trend business, 
in the decision about whether or not they're more or 
less squams or more or less adenos, I mean, I think 
that unless you get a dramatic, a break point, a 
reflection point based on a technology, I suspect that 
the trends, even though some of it may be imperfect in 
terms of individual data, make it a little bit 
imperfect, but the trends are meaningful. 

(The proceedings went off the record for a 
brief period.) 

Q Doctor, you touched on this before, but 
another bit of information that can be available on 
assessing the disease state of an individual, in this 
case one who has died is an autopsy; isn't that 
correct ? 
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A Yes, it can provide you a lot of information. 

Q In attempting to make an assessment of the 

exact diagnosis, does on autopsy significantly 
contribute to your base of information to make such a 
j udgment ? 

A In that subgroup of individuals where you 
have a carcinoma of unknown primary site or you have an 
immediate cause of death that's not well understood, a 
postmortem examination can be really helpful. In those 
settings where the diagnosis is fairly clear the number 
of surprises at autopsy are relatively few to very few, 
but still it's useful from an educational point of 
view, from a learning prospective, but not usually 
because of change in the primary diagnosis, but rather 
it helps you to really visualize, to understand the 
relationship, what they call clinical pathologic 
correlations. 

Q You would agree wouldn't you, Doctor, that 
there have been studies examining the degree of 
agreement or disagreement between information recorded 
on death certificates versus information arrived at 
through autopsy regarding diagnosis? 

A It sounds plausible, it's not something I'm 
an expert in, so it's really not for me to agree or 
disagree on a data base. 
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Q Would you agree, Doctor, that it has been 
reported that there are error rates as high as 50 
percent or higher between the diagnoses recorded on 
death certificate versus diagnoses arrived at from 
autopsy findings? 

MR. PATRICK: Objection. 

A I clearly am not an expert and I clearly 

shouldn't comment. 

Q In the course of your professional practice, 

Doctor, did you treat patients who were part of the 
state's Medicaid program in terms of reimbursement 
f ees ? 

A At the university we cared for patients 
regardless of their payor or lack of insurance and I 
certainly saw and provided care to patients who were 
covered by a state insurance, Medical, we called it, 
program. 

Q You can identify which patients those are 

that you are treating that are under that program, 
because that is recorded as part of the medical record 
on that patient, isn't that correct? 

A There are a variety of ways that you can tell 
in our institution, it used to be because the patient's 
card, which was used to stamp the sheets and everything 
else had that indicator of their name and their 
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identifying number and their age and their insurer or 
provider. 

Q Did you treat patients for lung cancer that 
were under that state's Medicaid program? 

A Yes . 

Q Did you ever attempt to approximate what 
proportion of your patients treated for lung cancer may 
have been part of that state's Medicaid program? 

A Did I personally, no. However, we regularly 

saw or had access to data reflecting what's known as 


the payor mix, and that would include people who had 
Medicare, Medical, county insurance, no coverage, 
commercial insurance, managed care, etcetera. 

Q From that information, was it particularized 
enough so that you could identify among patients 
treated for lung cancer what proportion were under that 
state's Medicaid program? 

A It may have been possible, in thinking about 
it, I can't give you a figure. If someone wanted to 
take the data and try and cut it for selected 
individuals, you probably could come up with a figure. 

Q I believe you've answered this, but just for 
clarification, you are not aware of any particular 
information regarding the number of lung cancer 
patients in Mississippi that have fallen under that 


JEJ 


SMMIlirail 


strong 


[818181 








DR. MARK GREEN 


129 


state's Medicaid program? 

A While the number may have passed before my 
eyes, I would not say that I could even give you an 
educated guesstimate. 

Q It's fair to say, Doctor, that that is not 
part of what you would anticipate as your expert 
testimony in this case? 

A No, that is not what I would consider part of 
my expert testimony in this case, although now having 
asked me I might go look. But I wouldn't consider that 
makes me an expert anyway. 

Q Let's move on to another aspect of what is 
listed in your expert disclosure statement, and that is 
overall management of patients with lung cancer. Have 
there been any instances where you have arranged for 
the admission of patients you are treating for lung 
cancer into nursing homes? 

A Our team would make use of a variety of 

treatment facilities or care facilities. In later 
years, recently in the '90s, nursing home placement was 
a particularly non-preference strategy for us, the 
separation, the isolation, the impersonal nature 
despite the best efforts of family and staff at the 
facility, the recognition that patients do better at 
home with appropriate support or in the hospice setting 
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all led us to try to avoid as judiciously, as 
studiously, as carefully as we could nursing home 
placement, not always possible, but if it were me or my 
mother or my family member I would like to try and find 
a way to utilize the resources of the '90s, both in 
terms of facility resources and technical resources to 
avoid nursing home placement. But, yes, I've done it, 
we've done it, we've all done it. 

Q To the extent you're familiar with the 

general practice of members of your field of medical 
oncology, would you expect that your preference for the 
nursing home as a means of treatment or follow up with 
lung cancer patients is generally followed by the other 
members of your profession in their dealings with their 
patients? 

A I have a sense that the evolution toward 
trying to keep people at home, use hospice, use home 
care support is a common movement in oncology 
therapeutics. You've got somebody started in a nursing 
home, develops a malignancy, then they continue in a 
nursing home. If you've got a disease that's much more 
chronic in its natural history then the consideration 
for a nursing home may evolve more effectively. 

But in my practice, the kind of patients I 
saw, the frequency of lung cancer as a diagnoses, which 
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was very high, I think that people practicing in the 
same context do try to avoid the nursing home placement 
if they possibly can. Remember, we had a discussion at 
the outset about what people fear and, you know, what 
they think about, and we talked about feeling that 
they'd be isolated and they'd be alone and this kind of 
thing, I think part of that is built up from the old 
sense of people being put off somewhere, and a nursing 
home was that kind of feared place. It may be 
necessary, may be the best that can be done in some 
settings, may be terrific, but I tended to try and 


avoid it. 

Q Recognizing that you may not have attempted 
to keep track of exact numbers, can you give me a rough 
estimate in terms of the percentage of lung cancer 
patients that you refer to a nursing home facility? 

A If I think about the last couple of years 
it's single digits, probably low single digits. That 
may be me, I'm well known for being willing to make 
house calls even though I'm an academic physician, a 


professor of medicine. I had working with me a team of 
what I thought were superbly sensitive and talented and 
able individuals, and I think we were able to give 
people what I hope was optimum care, I think it's what 
I'd like to have had, hopefully I won't need it for a 
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while, but when I do. A nursing home doesn't resonate 
with me on a numbers basis, I've given you the reasons 
why . 

Q Doctor, would you agree with the statement 

that lung cancer biology is complex? 

A Well, I think biology is pretty complex and I 
think the biology of neoplasia is a not insignificant 
part of that complexity. So without knowing where this 
statement was going, I'd still probably be willing to 
say the biology of all neoplasia is quite complex. In 
the future, maybe we'll understand a level that is much 
more sophisticated than today, and what we think of as 
complex today may turn out to be obvious. But I'll 
suspect they'll be another level of complexity, this is 
not simple. 

Q Would you agree, Dr. Green, that one 
indication that there's much yet to be understood about 
the ideology of lung cancer is the continuing 
difficulty in effectively treating or curing lung 
cancer? 

A I'm not sure there's a lot of disagreement or 
need to explore ideology, I think we've got a pretty 
good handle on what the leading cause of lung cancer 
is. I think if you ask whether or not we need to better 
understand the biology of that cause and effect 
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relationship, I would say that it will be important to 
continue to explore the biology of the cause and effect 
relationship of the known ideologic agent, however, I 
don't necessarily believe that exploring that biology 
of cause and effect will necessarily help us so much to 
treat those people who today have lung cancer. 

Whether it will help us in prevention, I 
mean, there's no straightforward technique for 
prevention we all understand, but the issue of the 
biology coming over here and going all the way to 
making it easier or harder to treat the individual 
patient today, if we could reverse the biology. 

If we could focus on tumored dormancy, you 
can imagine there are lots of people who during some 
phase of their cancer, pre or post diagnosis are 
relativity free of symptoms, may have what we call a 
Karnofsky performance score of 100 percent, which by 
definition is that they function normally and they're 
capable of normal activities, daily living and work and 
basically have no limitations. 

You know those individuals still have cancer 
or they have cancerous cells within their body. If you 
could provide them with a treatment that stabilized the 
condition, had no impact on increasing the number of 
cells dying, but rather maintained a balance between 
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cell birth and cell death and didn't support a shift in 
the location of any of the clone, such as the brain, 
for example, where a small amount of tumor can be very 
harmful, you might be able to shift from the need to 
remove the cure to the possibility of stabilization 
being tantamount to cure, and what's the analogy that's 
so occurrent, it's the use of multiagent antiviral 
therapy to stabilize the AIDS patient, now hopefully 
we're actually going to get to cure some of those 
people by using triple drug combinations and 
eliminating the virus, but it's a concept of 
stabilizing the disease before you can have a strong 
enough armamentarium to actually get the disease to 
shrink away. 

And I can imagine a setting where the biology 
of the disease might be understood well enough that 
tumor dormancy or stabilization could be achieved, 
think about hormonal therapies in breast, for example, 
where the treatment itself is not too toxic, and the 
benefit is very substantive and quality of life in 
those individuals may be normal. 

Q To answer this next question, if you would, 
can you give me the major categories of what I'm 
referring to and what I'm referring to is, tell me what 
the primary modes of treatment for lung cancer are. 
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A The options, the standard primary options are 
surgery, radiation, chemotherapy, supportive and 
palliative management or some combination thereof, 
those are the standard conventional modes. There are 
some experimental modes as well. 

Q What do you need to know about a lung cancer 

patient before you select one or more of these modes of 

treatment ? 

A You need to know the stage of disease, you 
need to know the patient's underlying health status, 
you need to know that the patient's well informed about 
the risks and benefits of the treatment options 
available. You need to be sure that the patient has all 
their questions answered to the best of your ability, 
and you better know something about what you're doing. 

Q What do you need to know about the pathology 

of the cancer itself? 

A You told me the person had lung cancer, so 
let's talk in the context of lung cancer. I think the 
most important thing you need to know is whether or not 
the person has small cell or nonsmall cell lung cancer, 
because the therapeutic strategies that you apply, 
while not totally separate such that there's not some 
overlap in the Ven diagram, are distinctly separate in 
terms of the priority of where they're applied, early 
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stage, relatively early stage. 

Nonsmall cell lung cancers are often 
approached with surgery as a primary modality or 
certainly as an intergyral modality, whereas in what we 
call limited extent, small cell surgery plays a modest 
to minimal role, except in the occasional apparent 
small cell lung cancer presenting as an isolated lung 
nodule. 

Beyond that within the context of the 
nonsmall cell lung cancers, the appearance under the 
microscope, some of the biology that you can infer from 
laboratory studies that you can do may come into your 
thought process, but the core decision then is more one 
of staging the patient's underlying condition, past 
medical history, confounding health status that you 
used to make recommendations. Many people use age. 

Q In attempting to determine prognosis on an 
individual patient, do you need to know what cell type 
of lung cancer they have? 

A You clearly benefit from knowing small cell 
from nonsmall cell. Within the nonsmall cell area there 
is some disagreement, but there are at least some data 
that suggests that for resected lung cancer patients 
squamous patients do better than adeno patients. There 
are other data sets that don't demonstrate that as 
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dramatically. 

The work of a lung cancer study group that 
suggested there are differences; if I'm quoting their 
data correctly, in the stage 1, T 1 end zero patients, 
certainly end zero patients, 83 percent for squame, 68 
percent for adenos. But there are confidence intervals 
there, but there are at least some suggestion that 
squamous cell carcinoma patients may do somewhat better 
than adenocarcinoma patients, but the therapy, the 
treatment strategy is not different, whereas, if you 
had a small cell patient your treatment strategy would 
be affected by the histology, so the small cell, 
nonsmall cell dichotomy separation, which is well done 
by the pathologists, what we were talking about before 
is of substantive importance in directing therapy and 
defining prognosis. 

Q When you treat a patient for lung cancer, do 
you try to give them information about expected 
survival from the disease? 

A I think that you always try and inform a 

patient gently, honestly, openly, but sensitively about 
what the expectations are. You try and be careful to 
indicate that the data base that you're using to convey 
information to them represents population behavior 
rather than individual's behavior, especially where 


RAY SWARTZ & ASSOCIATES 

Charleston (803) 556-2923 1-800-8711 Fax (803) 769-5859 


ittp://legacy.library.ucsf.eCB^linteriOEf|aQ0)(pd^w.industrydocuments.ucsf.edu/docs/lxxlOOO1 







138 

DR, MARK GREEN _ 

there is a potential for curative therapy. 

I, and most of my colleagues, try to emphasis 
to the patient that while there is no guarantee in the 
individual, there is certainly the possibility that one 
or more of the therapeutic procedures being recommended 
has a potential for cure and makes it reasonable to 
consider that treatment option with or without its risk 
and toxicities. 

When people have more advanced disease and 
when the prospect for a long-term disease control is 
very low, X tend to sit down, I try to sit down all the 
time when I'm talking to people, touch them if I can, 
if they're comfortable with that, look them in the eye 
and sensitively say by and large we or medicine tends 
to think of the circumstance that we see in you as 
being one in which medicine doesn't have curative 
treatment options by and large. 

Have I ever seen -- in a discussion with a 
patient, have I ever seen someone with your 
distribution of disease respond much better and live 
much longer and a very high quality way than the 
average individual, I sure have. Can I pick out that 
individual beforehand, no, I can't, certainly not with 
a great deal of certainly. 

But I believe that it's reasonable for you as 
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a patient, a person with a disease, to think about 
their treatment options, and if you feel you have the 
energy, proceed with treatment with the recognition 
that there are a lot of possible outcomes, but don't 
rule out the possibility that you may be one of those 
individuals who has quite a favorable outcome. 

I also tell people that treatment decisions 
are not forever, you don't have to say I'm going to 
take chemotherapy and that means I'm going to take 
chemotherapy every week or every day for the remainder 
of my life. Patients have opportunities to question the 
decisions, their decisions, the collective decisions, 
revise those decisions. 

I tell people that we need to set up 
milestones for reevaluation and I try to explain to 
them how you do it. And then tell them how, I sharing 
with them, my listening, trying to get data back and 
fourth will say, you know, I think that it's been very 
beneficial. And if they agree and the milestones are 
met, then you keep treating, but if it's been too toxic 
or it hasn't been effective you recommend making 
changes. 

I don't believe people with advanced nonsmall 
cell lung cancer need to be treated continuously, and I 
think many of my colleges are evolving to the same 
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recognition, that you can offer treatment for a period 
of time and if somebody has a great response and the 
disease stabilizes you stop and you give them some time 
off. And sometimes that complex biology you were 
talking about doesn't really rev up all that quickly 
again and they do well. 

Then it is the, quote, odd individual, who 
does very well. I've been involved, I worked with the 
people at Eli Willie in the development of one of their 
new drugs that has recently been approved for pancreas 
cancer, pancreas cancer is a bad disease, everybody 
would agree. We saw an individual man in his mid 50s, 
referred by a colleague, who has a mass in his pancreas 
and a tumor in his liver and had a biopsy and had 
pancreas cancer, and was told he had three months to 
live . 

I think it was a little dramatic and it's not 
what I would have said, but his outlook was unfavorable 
to be alive in a year, that's for sure. He was treated 
with this experimental agent and had a dramatically 
good response. At the end of 13 cycles, over 12 months, 
he was just doing gang busters, and the tumor in his 
liver went away and the mass in his pancreas got 
smaller and we stopped his treatment, and he went about 
his business. 
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About eight months later he began to have 
pain again, needed narcotics again and his mass had 
regrown. We treated him again with the experimental 
agent with permission, and he responded again. And when 
it got out to about 23 cycles or 22 cycles over 26 or 
28 months, he recurred again in the local area, but his 
liver metastases never came back, and he got some 
radiation and some standard therapy, and that was in 
1990 . 

And what I didn't tell you was, that during 
the first round of chemo he got married, and I have 
pictures of this guy and his wife at Lake Como, Bali, 
the Amazon, he's still alive, he's fine, he's doing 
great. I've gone back and looked at those slides, I 
will tell you, he had pancreas cancer, so it happens 
every once in a while. 

So I rarely tell somebody that I know, I'm 
not God, that I know they're going to die. But I try 
and put them in a mode that allows them to prepare for 
what is the very likely eventuality, and then provide 
them with a way to deal with that information, to have 
a positive attitude, to know that they're proactively 
doing things, etcetera. 

There are other times when patients say to 
me, Mark, I've had an experience with chemotherapy or a 
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family member did or this is not my goal, I wish to -- 
and I talk with them about how and try and explore 
their basis for it, but I don't lean on them. If I 
think there's a reasonable consideration that ought to 
be given, I express that. 

I don't believe people whose disease is quite 
advanced and highly symptomatic benefit from 
chemotherapy if they have nonsmall cell lung cancer, I 
think the data are fairly clear. So I'm perfectly 
willing to recommend to somebody supportive and 
palliative care, symptomatic management, some 
radiation, for example, if appropriate. 

But I'm willing to see people and say, I 
think that in your circumstance chemotherapy for your 
disease offers more potential risks than potential 
benefit. If they say to me, I want it, I want it, I 
want it, I keep talking with them and we usually work 
something out. 

Q What are the survival rates for small cell 
cancer of the lung? 

A Generally they're poor, but they're getting 
better, a little bit. Some of it may be this stage 
migration phenomenon, in extensive stage small cell one 
year survivals are less than 50 percent, two year 
survivals are usually less than ten percent and the 
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• 

curves usually are associated with small single digit, 

2 

three, four, five year survivors. 

3 

In limited stage small cell, however, things 

4 

are changing, and part of it may be staging. You're 

5 

taking all of the small cell patients and winnowing 

6 

them down into the very, very restricted and selected 

7 

group that have a very low burden, and those 

8 

individuals response rates to chemo or chemo 

9 

radiotherapy are in the 90 percent range, 88 percent, 

10 

87 percent, 93 percent, 81 percent; pick a number you 

11 

want. Complete response rates, which means all the 

12 

disease you can see and identify, feel and image is 

• 

gone. And 40, to 50, to 60, to 70 percent of their 

14 

patients -- 

15 

Q Let me just interrupt for a moment. To have 

16 

an explanation of what you refer to as survival rates, 

17 

are you referring to specific numbers with respect to 

18 

time span, one year, two year, three year, four year, 

19 

five year, or are you generally referring to five year 

20 

survival? 

21 

A No, I was referring to specific time frames. 

22 

That's because in more advanced lung cancers patient's 

23 

five year survival is more of a hope than a likelihood, 

24 

so I was giving you one year, two year, three year, 

• 

five year data. So if you wanted, you could construct a 
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curve. So in advanced extensive stage small cell two 
year data ten percent less, and the three to five year 
data, the low single digits. 

Limited small cell, median survivals of 
eighteen to twenty-two months, twenty months or so. 
Now, in the most resent studies two year survivals in 
the 40 percent range. Three, four, five year survivals 
in the eighteen to twenty-two or twenty-four percent 
range, maybe even a little bit better in small series. 
So it looks like you've got people living out there at 
three and four or five years. 

Nonsmall cell lung cancer, look at the worst 
first, stage four disease, metastatic disease, median 
survivals in the seven month range, eighth month range 
With chemotherapy, good performance status patients, 
people who have more advanced symptoms of disease at 
the outset, quite a bit shorter than that. 

Impact of chemotherapy demonstrated in a 
variety of individual studies and meta analyses. Stage 
3 disease, an area of my particular interest, median 
survivals in the twelve, thirteen, fourteen, fourteen 
and a half month range, some experimental series, a 
little bit higher than that. 

Long-term survivals depending on the 
selection of the population, anywhere from four to six 
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to ten to fifteen to seventeen percent, maybe five year 
survival. Resected disease, stage 2, three to five year 
survivals, twenty-five to fifty percent. Stage 1 
disease, fifty to eighty percent, depending on how big 
the tumor is, what this histology is, at least in some 
settings, those kinds of numbers. 

Q In attempting to determine the most effective 
mode of treatment with respect to whether you have 
small cell or nonsmall cell lung cancer, how do you 
arrive at a determination of the best way to treat? 

A Well, I mean in general terms what you do is 

you look at the natural history of disease and then you 
try and do appropriate research studies prospectively 
and randomize most of the time to compare the best 
supportive strategy to a treatment intervention 
strategy, and if that over time demonstrates the 
treatment intervention is associated with an 
improvement in median survival, an improvement in 
overall survival, you then have defined a new standard 
and then you begin to look at experimental options. 

The new standard you just defined previously, 
which are experimental options, compared to best 
supportive care, it's better, you then begin to ask, 
can I improve on the treatment option to improve 
outcome? You do new evaluations to demonstrate the 
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safety and effectiveness of new treatments and then you 
eventually set up relatively large scale, well 
structured, statistically sound, clearly thought out 
comparative trials to try and say this treatment 
strategy is in fact superior to the standard treatment 
strategy, and the -- 

Q What is the -- I'm sorry. 

A I was going to say, and worldwide hundreds of 

millions of dollars are expended on those kinds of 
research projects. 

Q Let me restate the question. With respect to 

chemotherapeutic agents, is there a way for you to 
describe basically what mechanism of action these 
agents are designed to exert upon a given neoplasm? 

A Yes. 

Q Can you describe that for me. 

A Since you don't want to be here until 

tomorrow, let me try and do it generically. Cellular 
metabolism is required for any cell or organism to 
generate engine and carry on normal life process. I 
mean, we think about it at the whole organism level, 
but you can do it at the cellular level. 

And cancer thermotherapy is designed now 
increasingly rationally to focus on targets, and 
targets are enzymes or other pathways within the cell 
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that are critical, and the goal in developing 
chemotherapy is to attack targets in cells that are in 
the malignant cells and try in some way to gain some 
selective advantage or take advantage of some other 
element of the normal tissue versus the tumor tissue, 
in terms of heterogeneity, repair potential, 
distribution, a lot of factors, so that you can get 
more killing of the tumor cells than you do of the 
normal cells. Still relatively crude, because you get 
normal tissue damage and normal tissue toxicity. 

You can target DNA, you can target DNA 
synthesis, you can target mitosis, cell division, you 
can target protein synthesis, you can target regulatory 
checkpoints within the cell, you can target a variety 
of critical functions, and the impact can either be to 
cause the cell to have a toxic and essentially lethal 
event, the cell is destroyed or you can create the 
sense within the cell that it's so damaged or the 
environment is so hostile that it's going to destroy 


itself. 


So you can have either cell lysis, cell death 


or you can have this apoptotic, that is program cell 
death, because we're always undergoing cell birth, cell 
death, it's a poorly understood concept. But the growth 
of tumors, the growth of anything else is a balance 
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between cell birth and cell death, not every cancer 
cell that's born lives forever. So what you see as 
growth, there's a balance that's favoring cell growth 
or cell birth, and what you see as regression is 
favoring cell death. 

Q Would you agree, Doctor, that it's a given 
that much has been discovered about the process of 
development of cancer, but much is yet to be understood 
about the precise mechanisms of carcinogenesis? 

A Well, I think one would have to have 
substantial hubris to think at this point in the 
evolution of life as we know it on this planet that we 
know everything about anything, so X probably generally 
agree with your question. In terms of, do we know a 
good deal about some of the processes down to molecular 
levels and do we have some fairly good insights, given 
the fact that in the future generations we'll have much 
more sophisticated insights, we're not doing bad. 

Q Would you expect with more detailed or more 
precise understanding of the mechanism of 
carcinogenesis that medicine would be in a better 
position to successfully treat lung cancer? 

A Knowledge is always useful, but I'm not so 
sure that knowledge -- more detailed knowledge of 
carcinogenesis will make us better able to treat 
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established lung cancers. I'm not sure that that's an 
if-then connection that go one to one, in fact, I think 
it's probably not. 

MR. KEMNA: Why don't we take a brief 

break. 

(The proceedings went off the record for 

a brief period.) 

Q Doctor, would you agree that the ability to 
diagnosis lung cancer has increased over time if you 
look back to, for instance, the mid 1950s and then 
bring it forward to the present day? 

A You know to be honest, I think that it 
probably hasn't. I think what's probably happened, 
probably several things, one, you can probably make the 
diagnosis earlier, because the procedures that allow 
you to do bronchoscopy and the imaging studies and the 
CT scanning and things like that have allowed you to 
see smaller lesions, have actually defined the cause of 
symptoms that a patient has and to get tissue. 

I think that the second thing is that since 
there's more to do for people with lung cancer, there 
have been, there are individuals who probably in the 
'50s would have a chest x-ray that was real abnormal, 
have pain and be very advanced in their constitutional 
symptoms, and their symptoms related to disease and no 
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diagnostic or interventional study was done. 

So I doubt that the increase in the number of 
cases has much to do with, it's easier to diagnosis. I 
think it's never been very hard to tell if you looked 
at a patient that had lung cancer. I think that you can 
pick up some cases earlier and I think you may confirm 
the diagnosis where it was previously a suspected 
diagnosis, but as we discussed before, if you didn't 
have tissue you couldn't say iron clad, but you knew, 
everybody knew, certainly with a retrospectrascope we 
all knew. 

So, no, I don't think the proposition that 
you outlined at the outset is correct, but I think that 
there are some changes in earlier diagnosis, and making! 
the diagnosis more -- confirming the diagnosis more 
often in people with advanced disease in presentation. 

Q Do you believe that the ability to rule out 
the possibility of non-lung primaries has increased 
over time? 

A I think that the ability to study the body 

better and identify primary sites has improved 
dramatically. With CT scanning since pancreas cancer is 
one occult site in the past and now you can see those 
things more readily, bile duct carcinomas with 
ultrasound, PET scanning in the future, MRI scanning 
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now, so I think that you can have a better handle on 
i the true distribution of disease, which helps you to 
5 say this is probably not primary lung cancer or this 
l looks like it is primary lung cancer. 

5 And I think there are a series of studies 

j that you can now do that help you with a high degree of 
1 sensitively after specificity to make some 
3 determinations. Remember the lady we talked about who 
3 has a breast cancer and who has a lesion in her lung? 
There are certain immuno stains that you can do now, 
histochemical studies where you can stain for a thing 
called BRST 2, and that's very, very frequently 
expressed in breast cancer, very infrequently expressed 
in lung cancer, and if you have a tumor in the breast 
and it's BRST 2 positive and you have a primary tumor 
in the lung and it's BRST 2 positive in the same 
setting, you know, I feel pretty comfortable that I was 
dealing with metastatic disease rather than a lung 
primary, a second synchronous lung primary. 

And there other things, hormone receptors, 
other kinds of special pathologic markers, so I think 
we're getting a lot better at it. I think between 
imaging and special pathology studies and the 
willingness to do the studies and do the staging and do 
the biopsies, because there are therapeutic 
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If you look at this lady and see where she's 
got a centimeter and a half breast cancer and a lesion 
in her lung and that's obviously metastatic breast 
cancer and from the prospective of curability she's not 
curable, that really denies her the opportunity to have 
somebody alternatively say, well, that's a primary lung 
cancer, that's a primary breast cancer, both are 
readily curable. 

She's just lucky that the lung cancer was 
identified, because she came in, because the breast 
cancer was identified. But she's got two readily 
curable cancers, so we tend to do more because we have 
more options, we can make more distinctions about it, 
we've got better pathology, we got better imaging. 

I think we've got a pretty good handle today 
on what's metastatic disease in the lung and what's the 
primary, we've talked about that issue several times 
and, yes, there's an occasional time when you're really 
not sure, but by and large a high degree of comfort 
most of the time. 

Q That's present day versus early-on in this 
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century? 

A Well, I think for sure earlier on in this 
century, although I wasn't present much earlier on in 
the this century, but I think, I mean, it's 
interesting. My career as a post graduate MD 
encompasses the entire era of CT scanning, that's 
fascinating when you think about it, and for sure the 
entire era of magnetic residence imaging, and easily 
nested within it the use of PET scanning. So we tend to 
think of medicine as, you know, you've got Hippocrates 
and you've got Vercal and you've got all those people 
and it's a long continuum, but all the stuff that's 
happened in the last couple of decades is really quite 
dramatic. 

Q Doctor, do you consider it to be within your 
area of expertise to talk about the costs associated 
with the treatment of lung cancer? 

A There are a lot of costs, I can talk about 
the personal costs, human costs. 

Q Let me clarify the question. Do you consider 
it within your area of expertise to opine on the 
monetary costs associated with the treatment of lung 
cancer? 

A I cannot tell you chapter and verse what it 
costs to do certain studies in the State of 
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Mississippi, I can't even tell you in the State of 
South Carolina. I have a pretty good handle on what 
chemotherapy costs were in California, I have some 
passing familiarity with what a bronchoscopy costs and 
what a CT cost in terms of dollars, what an operation 
might cost, those kinds of things, but those are after 
all or only part of the costs, and we do emphasize that 
to our patients as well. 

Q Doctor, would you agree that the costs 
associated with, that is the monetary costs associated 
with the treatment of lung cancer is not an area of 
testimony you would expect to provide at trial in this 
matter? 

A I wouldn't expect -- 

MR. PATRICK: Let me just object to the 

form of the question. He can answer the question. 

A I wouldn't expect that I would be proposed as 
an expert in health economics, there are such 
individuals. That wasn't within the anticipated 
testimony disclosure. 

Q To the extent that you are familiar with 
various treatment modalities associated with treating 
lung cancer, would you agree that those treatment 
modalities have changed over time? 

A Well, surgery's been around for a long time, 
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radiation therapy has been around for quite a long time 
and chemotherapy's been around, getting close to half a 
century, so the choices in terms of interventional 
modalities have been around for quite a while. The 
palliative and supportive care modalities are better 
appreciated now, because there's an openness in 
discussion, have been around for a long time. 

There clearly have been improvements in the 
application of the modalities, in the selection of 
patients, in the therapeutic index, benefit to risks 
ratios. There have been some new experimental 
modalities that have evolved into more standard care, 
which has been mostly combining strategies. Certainly 
new kinds of radiation instrumentation have come along, 
better focus, better sparing of normal tissues, less 
toxicity. 

Every patient will tell you their perception 
is they're going to be burned by radiation and yet 
today with sophisticated treatment planning and high 
energy photons from the linear accelerator skin injury 
is relatively infrequent, certainly in the treatment of 
patients with lung cancer, not that it doesn't happen, 
but the severe burns of the past are much less 
frequent. 

Chemotherapy has gotten more sophisticated, 
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both in terms of strategies for application, the 
scientific basis, the ability to use supportive care 
modalities to mitigate toxicity and new agents. Like 
that drug I was talking about for the man with pancreas 
cancer, which has come to the floor, we shared a 
meeting in Atlanta a week and a half ago and one of thel 
talks was on the new drugs for the treatment of lung 
cancer and there's a list of them, half a dozen, eight 
or so, pretty exciting, but they represent evolution 
rather than revolution, by and large. 

The treatment strategies that have been 
around are still around. There are some revolutionary 
strategies that are hopefully coming, vaccine therapy, 
gene therapy, really getting -- having understood now 
that complex biology beginning to permute and revert 
that complex biology much more specific, much more 
selective. 

Q If we were to think about changes in 
treatment modalities in the sense that, let's say for 
some particular year in history you were to sort of 
open up and look at a window in time at that point and 
you got a sense for the balance of emphasis on one 
particular mode of treatment versus another, versus 
another, and then you were to come back two years, five 
years, ten years later and open the window again and 
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look at what's happening there, would you expect, based 
upon your experience, to see substantial changes in 
emphasis in different areas of lung cancer therapy, but 
not necessarily a change in the categories, so to 
speak? 

A Well, while it would be a personal judgment 
as to how much change there had been and whether or not 
that was dramatic, I think that if you made the 
interval in time great enough or if the interval in 
time bracketed, a significant inflection point or 
significant water shed, you might well see 
substantially different emphasis or distribution. 

Q Let's take for instance the present day, 
September -- October of 1996? 

A You should never put yourself in the position 

of having to do that, and certainly not to say the 
date . 

Q And you were to say look back to 1987, would 

you expect, based upon your experience, your knowledge 
and background, for there to be a substantial 
difference in the treatment modalities from the 1987 
window to the 1996 window? 

A Sadly, or maybe realistically, I don't think 
the change would be very great. There's some new drugs, 
so for the advance diseases patient there are, quote, 
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better therapies, but those individuals in whom the 
l outlook is least favorable, there are some strategies. 

3 Remember I told you I was interested in stage 

L 3 disease and chemotherapy and radiotherapy, and we 
S started with a study in 1984, it had to be corroborated 
5 when we were talking about the fact that one isolated 
1 observation doesn't make for a C change. They were in 
3 1984 and we're now in 1996, so that encompasses your 

3 1987 change. 

And the change, while it's evident and 
L measurable, has been step-wise and evolutionary and, 
l yes, we've introduced chemotherapy a little bit 
3 earlier, and in that sense it's a dramatic difference 
1 over time, but the impacts are still relatively modest. 
5 The advances are step-wise, there are other diseases in 
5 which that's not the case. 

You look at the management of patients with 
testis cancer, and instead of taking 1987 take 1977 and 
look at -- well, take 1980 versus 1970, in 1970 a 
person with testis cancer with metastatic spread or 
even without metastatic spread had a pretty unfavorable 
outlook, even though there were a lot of chemotherapy 
agents that were coming around. 

By 1980 Einhorn and his colleagues at Indiana 
and Bozlin and others at Memorial Sloan Kettering had 
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begun to put together chemotherapy agents, including 
platinum, and all of a sudden even 75 or 80 percent of 
patients with advanced testis cancer were curable, 
curable, so if you pick the inflection point you can 
see a dramatic change. But in lung cancer in particular 
it's been a difficult disease in terms of its 
susceptibility to treatment. 

Surgical therapy remains a best option if the 
patient's stage is appropriate, the improvements in 
staging have allowed us to refine the candidates for 
surgery, but in those earlier stage patients you 
wouldn't see too much change, we'd know more and we're 
probably better at selecting the therapy, but the 
therapy itself is not dramatically different. But there 
are some changes in terms of combined modality 
treatment and the intermediate or the stage 3 patient. 

Q Doctor, do you believe there should be a ban 

on the sell of cigarettes in the United States? 

MR. PATRICK: I'm going to object the 
question. You can answer. 

A I think we have to find a way to eliminate, 
if possible, the exposure to tobacco smoking. How 
that's accomplished, how that's best accomplished, I 
don't think is, certainly not up to me; if banning 
tobacco would do it, that might be the appropriate 
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strategy, because it is my belief that the smoking of 
tobacco by individuals is a profoundly hazardous 
activity. 

Q Doctor, you mentioned earlier the text 

entitled Comprehensive Textbook of Thoracic Oncology 
that you served as coeditor and was published in 1996? 

A Yes, I did mention that. 

Q I take it, based on your participation in the 

compilation of that textbook, would result in your 
having a good deal of confidence in the reliability of 
the information contained in that textbook? 

A I'd like to think we did a pretty good job in 

selecting authors and in editing the text. 

Q In the field of thoracic oncology, would you 

consider that text to be authoritative regarding the 
content as it relates to your field of medicine? 

A I would hope that over time that textbook, 
with arm's length review by users and stake holders, 
would be found to be useful and authoritative and to 
contain a paucity or, if any, major misstatements. I 
recognize that print media or any kind of assertion on 
anybody's behalf is open to interpretation and to 
question, so I will wait to see what the marketplace 
tells us about what we've done. I can certainly tell 
you that our intent was to provide an accurate 
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authoritative, effective, educational tool. 

Q Are you familiar with Daveda's Text on 

Cancer and Principals and Practice of Oncology? 

A Yes . 

Q Is that a text that you would consider 
authoritative in the field? 

A I would say the same thing about Principals 
and Practice of Oncology that I just said about the 
Comprehensive Textbook of Thoracic Oncology. I think 
the editors strive to select excellent and informed 
authors and that the authors strive to produce 
authoritative, clearly written, well documented and 
correct textural materials. 

But I can tell you as a reviewer of textbook 
chapters for text books not mentioned, that I have seen 
chapters ready for publication that I thought had major 
misemphasis, major misstatements or things that were 
absolutely wrong, and since I was asked to look at it, 

I looked at it and made my comments and let the editors 
make their decisions about what they're going to do. 

So I consider Daveda an excellent textbook, 
it is clearly the textbook in the field, there's no 
question about it. I mean, there is cancer medicine, 
there are other comprehensive text books of oncology, 
but if you ask, what's the textbook? It's Daveda. I 
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own Addition One, Addition Two, Addition Three, 

Addition Four, at some substantial impact to the bottom 
line, I might add, but, and many people do, and it's 
the one. And it's spawned a whole series, Principals 
and Practice of Urologic Oncology, Principals and 
Practice of Pediatric Oncology, Principals and Practice 
Updates. It has been a very successful venture. 

Q Would you consider Dale and Hammers text, 

Pulmonary Pathology, to be authoritative in the field 
of pulmonary pathology? 

A Can't comment. 

Q What journals do you regularly read in the 
day-to-day maintenance of your medical education? 

A With the caveat that there was a recent 
letter in the Lancet looking at the ability of 
physicians who read or scan the medical literature to 
recall at a subsequent interval what they read, what 
they saw or whether they've even seen it, in the 
recognition that most of them didn't recall, didn't 
recognize and at some point, in some case couldn't even 
recognize, remember whether they'd seen it or not. So 
that means that maybe all this is for not. 

But I tend to look at the New England 
Journal, I look at the Annals of Internal Medicine, I 
look at the Journal of Clinical Oncology, I look at the 
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Green Journal, the American Journal of Medicine, I 
guess I said Journal of Clinical Oncology. I look at 
Lung Cancer, I look at the Lancet, I try and look in 
the library, that I don't take myself, the Journal of 
Thoracic and Cardiovascular Surgery, the Annals of 
Thoracic Surgery. I try to get a look at the Journal of 
Surgical Oncology, I occasionally look at Chest, and 
there are probably others. 

Q That's a lot of reading, Doctor? 

A Yes, and I'm not the best reader in the 

world, you know, I'm not real fast. I always was better 
at hearing things than reading them, you know, rather 
than visual learning, but I try and do it. And I for a 
long time had a monthly printout of all the lung cancer 
literature, so I could try and be sure to stay up to 
date on that. But I try and read some General Medicine, 
I try and read the New England Journal, I'm a reviewer 
for essentially all those journals that I mentioned. 

Q Among those journals that you review -- 

A And I read Cancer, I'm sorry, I read Cancer 

Research, Clinical Cancer Research, I forgot to add 
that, which is a European journal. 

Q Inclusive of all those journals that you just 

mentioned, do you regard those to be reliable sources 
of information for the practice of your field of 
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medical oncology? 

A I think they can be, but I think that part of 
what we try to teach and part of what we try to 
continuously emphasis is that you need to critically 
read the medical literature and you need to 
thoughtfully consider what's being said. You need to 
be -- use your past training and experience to put them 
into context, and you need to be able to decide what's 
a new observation and in your view needs validation, 
what's corroborating observation, and together with 
prior observations can serve as a basis for an 
alteration in standard of care. 

You have to decide what is a very provocative 
observation and is the basis for hypothesis generation 
and further investigation and you have to decide what's 
immediately applicable, you don't need a phase 3 trial 
to decide that Larry Einhorn was on to something in the 
1977 paper in the Annals of Internal Medicine when he 
reported on the use of this three-drug combination in 
testis tumor. It didn't take a rocket scientist, let 
alone an unusual, well-informed physician or oncologist 
to realize this was something big. 

But I think that the literature is there, but 
not all the literature is shown to be accurate, some of 
it's poorly peer reviewed, but the quality literature 
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and that which is supported and stays over time and 
where corroborative thought is brought to bear and 
where commentary is permitted, usually can be quite 
bene ficia1. 

Q Doctor, you recall earlier today, in fact, 
among the first questions discussed this morning was 
the question of what you anticipate to be your 
testimony at the trial of this matter, and you gave the 
answer, "well, something to the effect that I haven't 
really given sufficient thought to it, I wasn't -- I'm 
not sure what that testimony would be. I hope I'm in a 
better position after today to know that". My question 
to you is, do you feel at this point that you're in a 
position to describe to me what your testimony would be 
at the trial of this matter? 

A If my testimony at trial is going to be a 
reflection of my testimony at this deposition, then I 
have a pretty good idea. I would have to say that my 
testimony here today has not been all that focused on 
diagnosis of lung cancer, treatment of lung cancer, 
overall management of patient with lung cancer in any 
broader detail or degree, it's been much of a 
discussion of some other issues, so it's certainly 
possible within this scope that, in addition to what 
was discussed today, there will be other things that 
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you'll ask me about at trial related to diagnosis, 
treatment, overall management, etcetera, and I'll be 
prepared as best I can to answer those questions. 

Q Doctor, what I'm referring to is not 
questions that I may pose to you at the trial of this 
matter, but rather the testimony you are expected to 
provide in your testimony in the Plaintiff's case when 
this goes to trial? 

A My understanding is that you and others will 
ask me question pertinent to these three areas and I 
will provide answers to the questions posed to the best 
of my ability. 

Q You're referring to Defense Exhibit Number 1 
for this deposition, the expert disclosure statement; 
is that correct, Doctor? 

A Yes, I was. 

Q You would agree, wouldn't you, Doctor, that 
at this stage of your preparation for providing 
testimony at the trial of this matter, you have not had 
an opportunity to really formulate what your testimony 
may be beyond the description given in the expert 
disclosure statement? 

MR. PATRICK: I would object to the 

question, but you can answer. 

A Well, I may be very naive, but I don't see my 
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role as being one of polemicist or otherwise advocate 
for any position, but rather as an expert of the courts 
to try and address what somebody pertinent to this 
action thought was important to get into evidence from 
an expert. 

Q In that respect you have not discussed the 
detail of what would be entailed by the description of 
your testimony at the trial of this matter; is that 


correct ? 


MR. PATRICK: I'm going object and simply 


state that he has answered all the questions that 
have been asked of him, and to the extent to which 
there may be other questions, those questions may 
be posed by us and he will answer them in 
response to whatever we ask him, focusing on these 
three areas. But you can answer his question if 


you like. 


THE WITNESS: I thought you did pretty 


well. Then again I thought I didn't do too badly 
the last time, but I guess I'm wrong. 

MR. KEMNA: Let's do this, can you read 
back my last question? And then you may answer the 
question, that's a form of objection, but apart 
from that you can answer the question 

(Whereupon, the court reporter read back 
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lines 5 through 8 on page 167? 

A I don't anticipate behaving any differently, 
relative to an action at trial, should there be a trial 
of this matter, than I behaved coming here. I was asked 
whether or not I would be willing to provide expert 
opinion about these matters, I feel I'm competent to 
address these matters as an expert. If there are areas 
that I'm asked about that I feel unprepared to answer, 
I'll say that. Otherwise I'll provide answers to the 
questions I'm asked, and I think that's appropriate 
preparation. 

Now, I may read things that people give me, I 
guess I've got to read my deposition and sign it, and 
I'm going to finish reading Dr. Peto's deposition, 
because I was interested in what he had to say. If 
there's other material generated between now and then 
that might be of interest to me, I'll probably read 
that too. 

Q My question, Doctor, really relates to 

whether you have had an opportunity in your discussions 
with Plaintiff's counsel to have an appreciation for 
the scope and nature of the expert opinion you would 
expect to give at the trial of this matter? 

A I suspect that I have already had an adequate 
discussion with the Plaintiff's attorneys in this 
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matter to understand the scope of the testimony or at 
least the areas of testimony that I'll be expected to 
address in a question-and-answer format at trial. 

Q As to the substance of the testimony, what is 
your understanding of what your testimony will be? 

A That I will be in a position to be asked and 
will be in a position, therefore, to respond concerning 
the diagnosis of lung cancer, the treatment of lung 
cancer and the overall management of patients with lung 


cancer. 


Q Do those three statements entail the entirety 
of your substantive opinions in the case? 

A My understanding is that these areas are the 
areas in which I'm being asked by the court to provide 
an expert opinion. I may have other opinions, whether 
or not that kid who reached over the fence at the 
Yankee game last night should have done it, but nobody 


cares what my opinion is or certainly not for this 


matter. 


MR. KEMNA: I just want to make a final 


statement for the record. The expert disclosure 
statement on Dr. Green that is set out as 
Defendant's Exhibit Number 1 to this deposition, 
at this point I will take the position that it is 
not in compliance with Rule 26B4A1 of the 
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Mississippi Rules of Civil Procedure for 
disclosures for expert witnesses, to the extent 
that such disclosure statements should include the 
subject matter on which the expert is expected to 
testify and to the substance of the facts and 
opinions to which the expert is expected to 
testify in the summary of the grounds for each 
opinion. And that concludes the deposition. 

MR. PATRICK: Do we have any other 
questions by anyone else? I have no questions of 
the doctor. I believe we'll want to read and sign 
the deposition, correct? 

THE WITNESS: I think I better. 

MR. PATRICK: I think that might be a 
good idea, and that's it. 

(The deposition concluded at 4:24 p.m.) 

* * * 
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STATE OF SOUTH CAROLINA) 

: C-E-R-T-T-F-I-C-A-T-E 

COUNTY OF CHARLESTON ) 

I, Phyllis Virginia Powers, Court Reporter and 
Notary Public, certify that I did have DR. MARK GREEN, 
to appear before me at 9:00 a.m., on the 10th day of 
October, 1996, in the law office of The Hood Law Firm, 
172 Meeting Street, Charleston, South Carolina 29401; 
that the witness was duly sworn and cautioned to tell 
the truth, the whole truth, and nothing but the truth; 
that the foregoing pages constitute a true and accurate 
transcript of his testimony given at that time and 
place. 

I further certify that I am not of counsel or 
kin to any of the parties to this cause of action, nor 
am I interested in any manner in its outcome. 

IN WITNESS WHEREOF, I have set my hand and 
seal this 21st day of October, 1996. 


lyllis V. Powers Notary 
>ublic for South Carolina. 


My Commission Expires 
November 3, 2005 
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